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99. (Once Amended) The methofl according to Claim 122, 123, or 124, wherein 
Q is selected from the group having the formula: 
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wherein A-B is selected from the group consisting of alkylene, alkenylene, 
substituted alkylene, substituted alkenylene and -N=CH-; Q' is oxygen or sulfur; each V is 
independently selected from the group consisting of hydroxy, acyl, acyloxy, alkyl, 
substituted alkyl, alkoxy, substituted alkoxy, alkenyl, substituted alkenyl, alkynyl, 
substituted alkynyl, amino, aminoacyl, optionally substituted alkaryl, optionally substituted 
aryl, optionally substituted aryloxy, carboxyl, carboxylalleyl, cyano, halo, nitro, optionally 
substituted heteroaryl, thioalkoxy, substituted thioalkoxy and trihalomethyl; R a is selected 
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from the group consisting of alkyl, substituted alkyl, alkoxy, substituted alkoxy, amino, 
carboxyl, carboxyl alkyl, cyano and halo; R b is selected from the group consisting of alkyl, 
substituted alkyl, alkenyl, substituted alkenyl, alkynyl, substituted alkynyl, acyl, optionally 
substituted aryl, optionally substituted heteroaryl and optionally substituted heterocyclic; R c 
is selected from the group consisting of alkyl, substituted alkyl, alkenyl, substituted 
alkenyl, optionally substituted aryl, optionally substituted heteroaryl, optionally substituted 
heterocyclic, cycloalkyl, and substitute cycloalkyl; t is an integer from 0 to 4; t ' is an 
integer from 0 to 3; and w is an integer Yrom 0 to 3. 

100. (Once Amended) The method according to Claim 122, 123, or 124, wherein 
Q is a monocyclic or fused poly cyclic ring Viaving the formula: 



wherein p is an integer equal to 0 oM such that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of ring attachments to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH;\ 

T b is selected from the group consisting of alkylehe, substituted alkylene, 
alkenylene, substituted alkenylene, -(R 21 Z a ) q R 21 - and -Z*W l - where Z a is a substituent 
selected from the group consisting of -0-, -S- and >NR 20 \each R 20 is independently 
selected from the group consisting of alkyl, alkenyl, alkynw, cycloalkyl, cycloalkenyl, 
substituted alkyl, substituted alkenyl, substituted alkynyl, optionally substituted aryl, 
optionally substituted heteroaryl and optionally substituted heterocyclic, each R 21 is 
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independently alkylene, substitute^ alkylene, alkenylene and substituted alkenylene with the 
proviso that when Z a is -O- or -8>^yihi§aturation in the alkenylene and substituted 
alkenylene does not involve partft^patiS^ of Yhe -O- or -S-, and q is an integer of from 1 to 
3. 




102. (Once Amended) The method according to Claim 122, 123, or 124, wherein 
Q is a group having the formula: 

■C(\l)p NR20 

j 

;CH 2 



wherein p is an integer equal to 0 or 1 such that when p is zero, the ring defined by 
Q is unsaturated at the carbon atoi^#f*mg ^ftaajynent to NH and when p is one, the ring is 
saturated at the carbon atom of rinfe attachrft^Tt toTt 

T b is selected from the groufl^ consisting^ Mk^lene, substituted alkylene, 
alkenylene, substituted alkenylene, -(^ 21 Z a ) q R 21 - anq -Z a R 21 - where Z a is a substituent 
selected from the group consisting of -Cl-, -S- and ^NR 20 , each R 20 is independently 
selected from the group consisting of alkjd, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, 
substituted alkyl, substituted alkenyl, substituted alkynyl, optionally substituted aryl, 
optionally substituted heteroaryl and optionally substituted heterocyclic, each R 21 is 
independently alkylene, substituted alkylene, alkenylene\and substituted alkenylene with the 
proviso that when Z a is -O- or -S-, any unsaturation in the alkenylene and substituted 
alkenylene does not involve participation of the -O- or -S^ and q is an integer of from 1 to 
3. 
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103. (Once Amended) The method according to Claim 122, 123, or 124, wherein 
Q is a group having the formula: 

T b - 

C(H) p o 

f 

o 



wherein p is an integer equal to 0 W 1 such that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of rin A attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachjrant to NH; 

T b is selected from the g5pu^con\istiqg\f alkylene, substituted alkylene, 
alkenylene, substituted alkenylejie, -(R^S^LR^f- aiid -Z a R 21 - where Z a is a substituent 
selected from the group consisting of -O-, -I^ahd >T4R 20 , each R 20 is independently 
selected from the group consistingiof alkyl, alkeViyl, alkynyl, cycloalkyl, cycloalkenyl, 
substituted alkyl, substituted alkeny\ substituted \lkynyl, optionally substituted aryl, 
optionally substituted heteroaryl and Optionally substituted heterocyclic, each R 21 is 
independently alkylene, substituted alkwene, alkenwene and substituted alkenylene with the 
proviso that when Z a is -O- or -S-, any unsaturation m the alkenylene and substituted 
alkenylene does not involve participation of the -O- o\-S-, and q is an integer of from 1 to 
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105. (Once Amended) TheVnethod according to Claim 122, 123, or 124, wherein 
Q is selected from the group having tfte formula: 



wherein p is an integer equal to 0 or 1 sbch that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment t<\NH; 

T b is selected from the group consisting of klkylene, substituted alkylene, 
alkenylene, substituted alkenylene, -(R 21 Z a ) q R 21 -^a5as-Z a R 21 - where Z a is a substituent 
selected from the group consisting of -O-, -S- arid each R 20 is independently 

selected from the group consisting of alky I, alkehyl, alkynVl, cycloalkyl, cycloalkenyl, 



substituted alkyl, substituted alkenyl, substituted 



optionally substituted aryl, 



optionally substituted heteroaryl and optional^ substituted heterocyclic, each R 21 is 
independently alkylene, substituted alkylene, aftenylena and substituted alkenylene with the 
proviso that when Z a is -O- or -S-, any unsaturatibn in the alkenylene and substituted 
alkenylene does not involve participation of the -0\or ~S\ and q is an integer of from 1 to 
3. 



Application No. 09/915.263 
Attorney's Docket No. 002010-593 

Page 8 



106. (Once Amended) The njethod according to Claim 122, 123, or 124, wherein 
Q has the formula: 



wherein p is an integer equal to 0 or 1 such that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment t$ NH; 

T b is selected from the group consisting oft alky lene, substituted alkylene, 
alkenylene, substituted alkenylene, -(R 21 Z a ) q R 21 - and -Z a R 21 - where Z a is a substituent 
selected from the group consisting of -O-, -S- and s>NR 20 , each R 20 is independently 
selected from the group consisting of alkyl, alkenylAalkynyl, cycloalkyl, cycloalkenyl, 
substituted alkyl, substituted alkenyl, substituted alkwyl, optionally substituted aryl, 
optionally substituted heteroaryl and optionaH^ suWiohed heterocyclic, each R 21 is 
independently alkylene, substituted alkylene, alke^Jdene aWi substituted alkenylene with the 
proviso that when Z a is -O- or -S-, any unsaWation m the arfkenylene and substituted 
alkenylene does not involve participation of t\e -O- or -|>-, and q is an integer of from 1 to 
3. 



107. (Once Amended) The method accofding to £laim 122, 123, or 124, wherein 
Q has the formula: 

— C(H) C 
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wherein p is an integer equal to 0 or 1 such that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH; 

T b is selected from \c group consisting of alkylene, substituted alkylene, 
alkenylene, substituted alken\lene, -(R 21 Z a ) q R 21 - and -Z a R 21 - where Z a is a substituent 
selected from the group consisting of -O-, -S- and >NR 20 , each R 20 is independently 
selected from the group consisting of alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, 
substituted alkyl, substituted alkehyl, substituted alkynyl, optionally substituted aryl, 
optionally substituted heteroaryl and optionally substituted heterocyclic, each R 21 is 
independently alkylene, substituted Vlkylene, alkenylene and substituted alkenylene with the 
proviso that when Z a is -O- or -S-, any unsaturation in the alkenylene and substituted 
alkenylene does not involve participaupn of the -O- or -S-, and q is an integer of from 1 to 
3. 

108. (Once Amended) The method according to Claim 122, 123, or 124, wherein 
Q has the formula: 



«(H) C 



wherein p is an integer equal to 0 or \ such\that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment \o NH; 

T b is selected from the group consisting of alkwene, substituted alkylene, 
alkenylene, substituted alkenylene, -(R 21 Z a ) q R 21 - and -ZiR 21 - where Z a is a substituent 
selected from the group consisting of -O-, -S- and >NF§?°, each R 20 is independently 
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selected from the grou^pnsisting of alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, 
substituted alkyl, substitutefelalkenyl, substituted alkynyl, optionally substituted aryl, 
optionally substituted heteroa^dand optionally substituted heterocylic, each R 21 is 
independently alkylene, suhRstitu^M alfeytene, alkenylene and substituted alkenylene with the 
proviso that when Z a is -O- oN*S-, ahy unsaturation in the alkenylene and substituted 
alkenylene does not involve partic^atiop of the -O- or -S-, and q is an integer of from 1 to 



110. (Once Amended) The method according to Claim 122, 123, or 124, wherein 
Q has the formula: 



— C(h; 



wherein p is an integer equal to 0 or 1 such that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of ring attachmentVto NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH; 

T b is selected from the group consisting rfTatt^e^e, Substituted alkylene, 
alkenylene, substituted alkenylene, -(R 21 Z a ) q R 21 -Wd -Z a R>& wffere Z a is a substituent 
selected from the group consisting of -O-, -S- andV>NR 20 , (Sigh R^ is independently 
selected from the group consisting of alkyl, alkenyl\ alkynyl Acycloafkyl, cycloalkenyl, 
substituted alkyl, substituted alkenyl, substituted alkyiiyl, optionally substituted aryl, 
optionally substituted heteroaryl and optionally substituted heterocyclic, each R 21 is 
independently alkylene, substituted alkylene, alkenylene )pd substituted alkenylene with the 
proviso that when Z a is -O- or -S-, any unsaturation in the alkenylene and substituted 



\ 
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alkenylene does n\t involve participation of the -O- or -S-, and q is an integer of from 1 to 
3. 



111. (Once Ainended) The method according to Claim 122, 123, or 124, wherein 
Q has the formula: 



— C(H) 




wherein p is an integer equal tckO or 1 such that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH; 

T b is selected from the group conning of alkylene, substituted alkylene, 
alkenylene, substituted alkenylene, t(R 5,l &^ ? \and -Z a R 21 - where Z a is a substituent 
selected from the group consisting of^O-, -S^pd 3*NR 20 , each R 20 is independently 
selected from the group consisting of aflcyl, alksnyl, aJ^nyl, cycloalkyl, cycloalkenyl, 
substituted alkyl, substituted alkenyl, sub^mtemalkynylSoptionally substituted aryl, 
optionally substituted heteroaryl and optionaUy substituted heterocyclic, each R 21 is 
independently alkylene, substituted alkylene, alkenwene and substituted alkenylene with the 
proviso that when Z a is -O- or -S-, any unsataratoon In the alkenylene and substituted 
alkenylene does not involve participation of the -Q- o%-S-, and q is an integer of from 1 to 
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112. (Once Appended) The method according to Claim 122, 123, or 124, wherein 
Q has the formula: 



— C(H), 




N R20 R 20 



wherein p is an integer equal to)p or 1 such that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH; 

T b is selected from the group consisting of alkylene, substituted alkylene, 
alkenylene, substituted alkenylene, -(R 2l Z\\ 2i - and -Z a R 21 - where Z a is a substituent 
selected from the group consisting of -£L -S-fend > NR 20 , each R 20 is independently 
selected from the group consisting of alkyl, aU&nyh^lkynyl, cycloalkyl, cycloalkenyl, 
substituted alky 1, substituted alkenyl, submtute^lkynw, optionally substituted aryl, 
optionally substituted heteroaryl and optionaUy substitutes heterocyclic, each R 21 is 
independently alkylene, substituted alkylene, aiken\lene and substituted alkenylene with the 
proviso that when Z a is -O- or -S-, any unsaturation hi the alkenylene and substituted 
alkenylene does not involve participation of the -O- o\-S-, and q is an integer of from 1 to 
3. 



Please add new Claims 118-130: 



118. (New) A method for inmj 
a mammalian subject thereby inhibiBLng'bS^t o 
which method comprises administeringVto saic 



P-amyloid peptide synthesis and/or release in 
seases mediated by p-amyloid peptide 
ammalian subject a pharmaceutical 
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composition comprising a pharmaceutical^ inert carrier and an effective amount of a 
compound or a mixtura of compounds of formula IA: 



R 1 



O 

C "CH NH 



R2 



O 




IA 



wherein R 1 is selected from the group consisting of: 

A) alkyl of from 1 to 10^ carbon atoms; 

B) alkenyl of from 2 to K) carbon atoms and 1-2 sites of alkenyl unsaturation; 

C) alkynyl of from 2 to 1(\ carbon atoms and from 1-2 sites of alkynyl 
unsaturation; 

D) cycloalkyl of from 3 to 1& carbon atoms; 

E) cycloalkenyl of from 4 to« carbon atoms; 

F) substituted alkyl of from l\o 10 carbon atoms, having from 1 to 5 
substituents selected from: 

1) alkoxy of fi}©»J to \Q c&i>on atoms; 

2) substituted Mkoxy bf tFte fori^jla substituted alkyl-O- where 
substituted alkyl is as d^ned in F herein; 

3) cycloalkyl which is as defined in D herein; 

4) substituted cycloalkyl is defined in I herein; 

5) cycloalkenyl whicnVis defined in E herein; 

6) substituted cycloalkebyl which is defined in J herein; 

7) acyl selected from altyl-C(0)\ substituted alkyl-C(O)-, 
cycloalkyl-C(O)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(O)- and heterocycliG-C(O)- wherein alkyl is defined in 
A herein; wherein substituted alkyl is defined in F herein; wherein 
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cycloalWl is defined in D herein; wherein substituted cycloalkyl is 
defined iml herein; wherein aryl is defined in F21 herein; wherein 
heteroaryl is defined in F22 herein; and wherein heterocyclic is 
defined in F\3 herein; 

8) acylamino having the formula -C(0)NRR where each R is 
independently Hydrogen, alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in\F herein; wherein aryl is defined in F21 herein; 
wherein heteroarylus defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

9) acyloxy selected fronl alkyl-C(0)0, substituted alkyl-C(0)0-, 
cycloalkyl-C(0)0-, aiVl-C(0)0-, heteroaryl-C(0)0-, and 
heterocyclic-C(0)0- wnerein alkyl is defined in A herein; wherein 
substituted alkyl is defined in F herein; wherein cycloalkyl is defined 
in D herein; wherein aryl is defined in F21 herein; wherein 
heteroaryl is defined in F^2 herein; and wherein heterocyclic is 
defined in F23 herein; 

10) amino; 

11) aminoacyl hax^ng^fh^fon^il^ -N$tC(0)R wherein each R is 
independently selected fhun^fie gnJfcro consisting of hydrogen, alkyl, 
substituted alkyl ^aryl, heteroai^l, and heterocyclic; wherein alkyl is 
defined in A hereii\ wherein su^tituted alkyl is defined in F herein; 
wherein aryl is defin\d in F21 herein; wherein heteroaryl is defined 
in F22 herein; and wH^rein heterocyclic is defined in F23 herein; 

12) aminoacyloxy having thfe formula -NRC(0)OR wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alkyl is defined in F herein; 
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wherein arjd is defined in F21 herein; wherein heteroaryl is defined 
in F22 hereifc and wherein heterocyclic is defined in F23 herein; 

13) cyano; 

14) halogen; 

15) hydroxyl; 

16) carboxyl; 

17) carboxylalkyl having the formula "-C(0)Oalkyl" wherein alky 1 is 
defined in A herein; 

18) thiol; 

19) thioalkoxy having the fc^rmula -S-alkyI, wherein alkyl is defined in A 
herein; 

20) substituted thioalkoxy ha\%ig the formula -S-substituted alkyl, 
wherein substituted alkyl is^defined in F herein; 

21) aryl having from 6 to 14 rirfc carbon atoms, optionally substituted 
with from 1 to 5 substituents^elected from the group consisting of: 

a) hydroxy; 

b) acyl as defined in F7 hejein; 

c) acyloxy as definec 

d) alkyl as defined ii 

e) substituted alkyl as\ierinea|im^ n\rein; 

f) alkoxy as defined in 

g) substituted alkoxy as d^fined^n F2 herein; 

h) alkenyl as defined in B Herein; 

i) substituted alkenyl as defined ii^G herein; 
j) alkynyl as defined in C 
k) substituted alkynyl as defineti in i\ herein; 
1) amino; 

m) aminoacyl as defined in Fl 1 herein; 1 
n) acylamino as defined in F8 herein; 
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o) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in 

the alkylene moiety and aryl is defined in F21 herein; 
p) aryl as definedMn F21 herein; 

q) aryloxy having t^e formula -O-aryl wherein aryl is defined in 

F21 herein; 
r) azido; 
s) carboxyl; 

t) carboxylalkyl havin^the formula H -C(0)Oalkyl" wherein 

alkyl is defined in A l|erein; 
u) cyano; 

v) halo selected from fluoijp, chloro, bromo and iodo; 
w) nitro; 

x) heteroaryl as defined in S22 herein; 
y) heterocyclic as defined in|F23 herein; 
z) aminoacyloxy as defined ift F12 herein; 
aa) oxyacylamino having the formula -OC(0)NRR where each R 
is independently I^ydrcJ^gn, x $fy\, substituted alkyl, aryl, 
heteroaryl, or hete\ocyclic>^erem alkyl is defined in A 
herein; wherein substituted al$^l is Refined in F herein; 
wherein aryl is defined in F21 1 |herein; wherein heteroaryl is 
defined in F22 herein; and wherein heterocyclic is defined in 
F23 herein; 

bb) thioalkoxy having the forftula -Stalky 1, wherein alkyl is 

defined in A herein; 
cc) substituted thioalkoxy having the formula -S-substituted alkyl, 

wherein substituted alkyl is defined\in F herein; 
dd) thioaryloxy having the formula -S-a%l wherein aryl is defined 
in F21 herein; 
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ee) thioheteroaryloxy having the formula -S-heteroaryl wherein 

heteroaryl is denied F22 herein; 
ff) -SO-alkyl whereiAalkyl is defined in A herein; 
gg) -SO-substituted alk\l wherein substituted alkyl is defined in F 

herein; 

hh) -SO-aryl wherein aryMs defined in F21 herein; 
ii) -SO-heteroaryl wherein heteroaryl is defined in F22 herein; 
jj) -S0 2 -alkyl wherein alkyA is defined in A herein; 
kk) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

11) -S0 2 -aryl wherein aryl is defined in F21 herein; 
mm) -S0 2 -heteroaryl wherein heteroaryl is defined in F22 herein; 
nn) trihalomethyl wherein halo is defined in 120 herein; 
oo) mono- and dialkylamino wherein alkyl is defined in A herein; 
pp) mono- and di-substituted atewamino wherein substituted alkyl 
is defined in F 

qq) mono- and di-ar^amin3^fi)preki \yl is defined in F21 herein; 
rr) mono- and di-het&oarylamfflo \fther^in heteroaryl is defined 
in F22 herein; 

ss) mono- and di-heterobyclicamino therein heterocyclic is 
defined in F23 hereim \\ 

tt) unsymmetric di-substi^ited amino having different substituents 
selected from alkyl, substituted alkyl , aryl, heteroaryl and 
heterocyclic wherein alkyl is definedlin A herein; wherein 
substituted alkyl is defined in F herein; wherein aryl is 
defined in F21 herein; wherein heteroaryl is defined in F22 
herein; and wherein heterocyclic is defined in F23 herein; 
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22) heteroaryl of from 1 t© 15 ring carbon atoms and 1 to 4 ring 
heteroatoms selected fnjm oxygen, nitrogen and sulfur, optionally 
substituted with from 1 to 5 substituents selected from: 

a) alkyl as defined ii\A herein; 

b) substituted alkyl asldefined in F herein; 

c) alkoxy as defined inVFl herein; 

d) substituted alkoxy asWefined in F2 herein; 

e) aryl as defined in F2lYherein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F21 herein; 

g) halo selected from fluor§, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined in F|2 herein; 
j) thiol; 

k) thioalkoxy having the forriSria -S-alkyl, wherein alkyl is 
defined in A hen 

1) substituted thioallfcxy hav!$| the fdfcnula -S-substituted alkyl, 

wherein substitutedalkyl is defined inV herein; 
m) thioaryloxy having qie formula -S-aryl wherein aryl is defined 

in F21 herein; and 
n) trihalomethyl wherein halo is defined in 120 herein; 

23) heterocyclic of from 1 to 15 ring carbon atoms and from 1 to 4 ring 
atoms selected from nitrogen, sulfur an4 oxygen, optionally 
substituted with from 1 to 5 substituents Selected from: 

alkyl as defined in A herein; 



a) 
b) 
c) 
d) 
e) 



substituted alkyl as defined in F herein; 
alkoxy as defined in Fl herein; 
substituted alkoxy as defined in F2 |ierein; 
aryl as defined in F21 herein; 
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f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F21 hereii 

g) halo selected from fluoro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as Refined in F22 herein; 
j) thiol; 

k) thioalkoxy havifag the formula -S-alkyl, wherein alkyl is 

defined in A herein; 
1) substituted thioalkoxy having the formula -S-substituted alkyl, 

wherein substitutes alkyl is defined in F herein; 
m) thioaryloxy having\the formula -S-aryl wherein aryl is defined 

in F21 herein; and 
n) trihalomethyl wherein halo is selected from fluoro, chloro, 

bromo and iodo; 

24) aryloxy of the formula -O-ar^l wherein aryl is defined in F21 herein; 

25) heteroaryloxy of tte formula J^heteroaryl wherein heteroaryl is 
defined in F22 herein; 

26) hydroxy amino; 

27) alkoxyamino wherein alkoxy \ Refined l^i Fl herein; 

28) nitro; 

29) -SO-alkyl wherein alkyl is defined in A herein; 

30) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

31) -SO-aryl wherein aryl i\ defined in|F21 herein; 

32) -SO-heteroaryl wherein Ijeteroaryl i| defined in F22 herein; 

33) -S0 2 -alkyl wherein alkyl k defined i|i A herein; 

34) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F herein; 

35) -S0 2 -aryl wherein aryl is djefined in Fj21 herein; 

36) -S0 2 -heteroaryl wherein heteroaryl is Refined in F22 herein; 

37) mono- and dialkylamino wherein alkylMs defined in A herein; 
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38) mono- and ^-substituted alkylamino wherein substituted alkyl is 
defined in hWierein; 

39) mono- and dftarylamino wherein aryl is defined in F21 herein; 

40) mono- and di-^eteroarylamino wherein heteroaryl is defined in F22 
herein; 

41) mono- and di-hd|erocyclicamino wherein heterocyclic is defined in 
F23 herein; 

42) unsymmetric di-silbstituted amino having different substituents 
selected from alky ft substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in Ftierein; wherein aryl is defined in F21 herein; 
wherein heteroaryl isMefined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

substituted alkenyl having fro %J^ to 3 substituents selected from the group 
consisting of: /^ N N V 
1) alkoxy d& defined^! 
substituted alkoxy as 
acyl as denned in F7 
acylamino as defined in FS herein; 
acyloxy as defined in F9 herein; 
amino; 

amirioacyl as d&fined in Fll herein; 
aminoacyloxy a^defined in F|2 herein; 
cyano; 

halogen selected f^om fluoro, c^loro, bromo and iodo; 
hydroxyl; 
carboxyl; 

carboxylalkyl as defined in F17 herein; 
thiol; 



2) 
3) 
4) 
5) 
6) 
7) 
8) 
9) 
10) 

11) 
12) 

13) 

14) 




rein; 
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H) 



15) thioalkoxy as defined in F19 herein; 

16) substituted thioallroxy as defined in F20 herein; 

17) aryl as defined in F21 herein; 

18) heteroaryl as definecnin F22 herein; 

19) heterocyclic as defineq in F2 herein; 

20) nitro; 

21) -SO-alkyl wherein alkylYis defined in A herein; 

22) -SO-substituted alkyl wh&rein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined in F21 herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F22 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substituted alkyl wherem substituted alkyl is defined in F herein; 

27) -S0 2 -aryl wherein aryl is defined in F21 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F22 herein; 

29) mono- and dialkylamino wherem alkyl is defined in A herein; 

30) mono- and di-substituted alkylanjino wherein substituted alkyl is 
defined in F herein; 

31) mono- and di-arylanftno wherein %yll§ defined in F21 herein; 

32) mono- and di-heteroaVylamino w^&ein Heteroaryl is defined in F22 
herein; 

33) mono- and di-heterocycljcamino wherein heterocyclic is defined in 
F23 herein; and 

34) unsymmetric di-substituted amino having different substituents 
selected from alkyl , substituted alkyl, pry 1, heteroaryl and 
heterocyclic wherein alkyl is defined inl A herein; wherein substituted 
alkyl is defined in F herein; wherein aryJ is defined in F21 herein; 
wherein heteroaryl is defined] in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

substituted alkynyl of from 1 to 3 substituents selected from: 



Application No. 09/915.263 
Attorney's Docket No. 002010-593 

Page 22 



S 



1) alkoxy as defined in Fl herein; 

2) substituted alkoxy as defined in F2 herein; 

3) acyl as definejd in F7 herein; 

4) acylamino as defined in F8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; 

7) aminoacyl as defiited in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; 

10) halogen selected from\fluoro, chloro, bromo and iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined i^i F17 herein; 

14) thiol; 

15) thioalkoxy as defined in Fl§ herein; 

16) substituted thioalkoxy as defined in F20 herein; 

17) aryl as defined in F21 herfeinS 

18) heteroaryl as d^HnfeeUn F&> h&reii 

19) heterocyclic as Refined ft^F\3 l|erein]S 

20) nitro; 

21) -SO-alkyl whereinVilkyl is defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein arykis defined in\F21 herein; 

24) -SO-heteroaryl whereiiAheteroaryl is defined in F22 herein; 

25) -S0 2 -alkyl wherein alkyl\s defined i\ A herein; 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F herein; 

27) -S0 2 -aryl wherein aryl is detfined in F^L herein; 

28) -S0 2 -heteroaryl wherein hetqroaryl is defined in F22 herein; 

29) mono- and dialkylamino wherein alkyl i\ defined in A herein; 
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30) mono- anfl di-substituted alkylamino wherein substituted alkyl is 
defined in \ herein; 

31) mono- and di-arylamino wherein aryl is defined in F21 herein; 

32) mono- and di\heteroarylamino wherein heteroaryl is defined in F22 
herein; 

33) mono- and di-tibterocyclicamino wherein heterocyclic is defined in 
F23 herein; and* 

34) unsymmetric di-sljibstituted amino having different substituents 
selected from alkyL substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F21 herein; 
wherein heteroaryl isUefined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

substituted cycloalkyl having 3uo 12 carbon atoms and from 1 to 5 
substituents selected from the grpup consisting of: 

1) hydroxy; 

2) acyl as defined in F7 here% 

3) acyloxy as defined in F9( 

4) alkyl as defined ii 

5) substituted alkyl as definl 

6) alkoxy as defined 

7) substituted alkoxy a&defined in I§2 herein; 

8) alkenyl as defined in R herein; 

9) substituted alkenyl as defined in G\herein; 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H herein; 

12) amino; 

13) aminoacyl as defined in Fll hVrein; 
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14) alkaryl oftthe formula -alkylene-aryl having 8 carbon atoms in the 
alkylene mfoety and aryl is defined in F21 herein; 

15) aryl as definejd in F21 herein; 

16) aryloxy havina the formula -O-aryl wherein aryl is defined in F21 
herein; \ 

17) carboxyl; \ 

18) carboxylalkyl having the formula "-C(0)Oalkyl" wherein alkyl is 
defined in A hereiiK 

19) cyano; \ 

20) halo selected from flupro, chloro, bromo and iodo; 

21) nitro; \ 

22) heteroaryl as defined in\F22 herein; 

23) thioalkoxy as defined in F19 herein; 

24) substituted thioalkoxy as qefined in F20 herein; and 

25) trihalomethyl wherein halows selected from fluoro, chloro, bromo 
and iodo; \ 

substituted cycloalkenyl having from 4 to 8 carbon atoms and from 1 to 5 
substituents selected from the group raJh^isting of: 

1 ) hydroxy ; ^ \ 

2) acyl as defined in F7 herein; ^\ \ 

3) acyloxy as defined in FV herein; ^ 

4) alkyl as defined in A herein; \ 

5) substituted alkyl as defineav in F herein; 

6) alkoxy as defined in Fl herein; ^ 

7) substituted alkoxy as defined in F2 herein; 

8) alkenyl as defined in B herein\ ^ 

9) substituted alkenyl as defined in\G herein; 

10) alkynyl as defined in C herein; \ \ 

11) substituted alkynyl as defined in H herein| 
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K) 

L) 
M) 



12) amino; 1 

13) aminoac^ as defined in Fll herein; 

14) alkaryl ofYhe formula -alkylene-aryl having 8 carbon atoms in the 
alkylene m\iety and aryl is defined in F21 herein; 

15) aryl as defined in F21 herein; 

16) aryloxy having the formula -O-aryl wherein aryl is defined in F21 
herein; 

17) carboxyl; 

18) carboxylalkyl haVSng the formula M -C(0)Oalkyl" wherein alkyl is 
defined in A hereii 

19) cyano; 

20) halo selected from flfyoro, chloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defined iiRF22 herein; 

23) thioalkoxy as defined inVl9 herein; 

24) substituted thioalkoxy a^qfeCjned in F20 herein; and 

25) trihalomethyl wherein h^d\is s&QCted from fluoro, chloro, bromo 
and iodo; 

aryl as defined in F21 herein; 
heteroaryl as defined in F22 herein; a^d 
heterocyclic as defined in F23 herein; 



Z* is represented by the formula -CX'j^'-, -T-CH 2 - or -T-C(O)- where T is selected 
from the group consisting of oxygen, sulfur, -Nl^ 5 where\Jl 5 is: 
N) hydrogen; 

O) acyl as defined in F7 herein; 
P) alkyl as defined in A herein; 
Q) aryl as defined in F21 herein; or 
R) heteroaryl as defined in F22 herein; 
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X' is hydrogen, hydroxy or fluoro; X" is hydrogen, hydroxy or fluoro, or X' and 
X" together form an oxo group; 



5 



R 2 is selected from ih\ group consisting of: 

S) alkyl as definedlin A herein; 

T) alkenyl as defines in B herein; 

U) alkynyl as definedlin C herein; 

V) substituted alkyl as\defined in F herein; 

W) substituted alkenyl as defined in G herein; 

X) substituted alkynyl as\defined in H herein; 

Y) cycloalkyl as defined in D herein; 

Z) aryl as defined in F21 nbrein; 

AA) heteroaryl as defined in W22 herein; 

BB) heterocyclic as defined in\F23 herein; 

BB 1 ) 2-aminopyrid-6-yl; 

BB 2 ) 2-methy Icy clopenty 1 ; 

BB 3 ) cyclohex-2-enyl; and 

BB 4 ) -(CH 2 ) 4 NHC(0)OC(CH 3 ) 3 ^ 



W, together with -C(H) P C*=X)-, 



CC) cycloalkyl as definedkin D her£S 
DD) cycloalkenyl as definea in E hereifk 

\ A 

EE) heterocyclic as defined m F23 herein; 

FF) substituted cycloalkyl as qefined in Rierein; or 

GG) substituted cycloalkenyl group as defined in J herein; 

wherein each of said cycloalkyl, cycloalkenyl ^heterocyclic, substituted cycloalkyl 
or substituted cycloalkenyl group is optional\y fused toVorm a bi- or multi-fused ring 
system with one or more ring structures sele^ed from the group consisting of: 

HH) cycloalkyl as defined in D herein; 
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II) cycloalkenyl as defined in E herein; 

JJ) heterocyclic defined in F23 herein; 

KK) aryl as definedlin F21 herein; and 

LL) heteroaryl as defined in F22 herein; 

which, in turn, each of stach ring structures is optionally substituted with 1 to 4 
substituents selected from the gri^up consisting of: 

MM) hydroxy 1; 

NN) halo as defined in F&l herein; 

OO) alkoxy as defined in i\l herein; 

PP) substituted alkoxy as defined in F2 herein; 

QQ) thioalkoxy as defined in\F19 herein; 

RR) substituted thioalkoxy as Refined in F20 herein; 

SS) nitro; 

TT) cyano; 

UU) carboxyl; 

VV) carboxyl esters; 

WW) alkyl as defined in A herein; 

XX) substituted alkyl as defined in Fj 

YY) alkeriyl as defined in 

ZZ) substituted alkenyl as Refined 

AAA) alkynyl as defined in 

BBB) substituted alkynyl as defined m hi nerein; 

CCC) amino; 

DDD) N-alkyl amino wherein alkylVis defined i\A herein; 

EEE) N,N-dialkyl amino wherein alkyl is define^ in A herein; 

FFF) N-substituted alkylamino wherem alkyl is cLfined in A herein; 

GGG) N-alkyl N-substituted alkylamino^vherein al\yl is defined in A herein; 

HHH) N,N-disubstituted alkyl amino; 
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III) -NHC(0)R 4 wHgre each R 4 is independently selected from the group 
consisting of: 

1) alkyl as defined in A herein; 

2) substituted alkyl as defined in F herein; 

3) aryl as definea in F21 herein; 
JJJ) -NHS0 2 R 4 wherein R^s defined in III herein; 
KKK) -C(0)NH 2 ; 

LLL) -C(0)NHR 4 where R 4 is Refined in III herein; 
MMM) -C(0)NR 4 R 4 where R 4 is\defined in III herein; 
NNN) -S(0)R 4 where R 4 is definld in III herein; 
OOO) -S(0) 2 R 4 where R 4 is defined in III herein; 
PPP) -S(0) 2 NHR 4 where R 4 is defined in III herein; and 
QQQ) -S(0) 2 NR 4 R 4 where R 4 is defflied in III herein; 

X is selected from the group consisting of oxo ( = 0), thiooxo ( = S), hydroxyl (-H, 
-OH), thiol (H, -SH) and hydro (H, H); 

p is an integer equal to 0 or 1 such thatlwlietaj? is zero, the ring defined by W and 
-C(H) p C( = X)- is unsaturated at the carbo^^pimol ringvattachment to NH and when p is 
one, the ring is saturated at the carboaatom ofW^ttach\ent to NH; 

or pharmaceutically acceptable s^lts thereof 

with the following provisos: 

RRR. when R 1 is 3,5-difluorophenyl, R 2 is -CH^, Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does not form a 2-(S)-indanol group; 

SSS. when R 1 is phenyl, R 2 is -CH 3 , Z' is -CH 2 -\/? is 1, then W, together with 
>CH and >C=X, does not form a trans-2-hydroxy-cyclohex-l-yl group; 

TTT. when R 1 is cyclopropyl, R 2 is -CH^ Z' is ~ CI %' and P is A » W ' 
together with >CH and >C = X, does not form ai^N-methylc§prolactam group; 
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UUU. when R 1 is 4\hlorobenzoyl-CH 2 -, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then 
W, together with >CH and l\C=X, does not form an 2,3-dihydro-l-methyl-5-phenyl-lH- 
1 ,4-benzodiazepin-2-one; 

VVV. when R 1 is 2-phenVphenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, apes not form an 7-methyl-5,7-dihydro-6H- 
dibenz [b , d] azep in-6 -one ; 

WWW. when R 1 is CH 3 OC(0)\£H 2 -, R 2 is -CH 3 , Z' is -CH r , and p is 1, then W, 
together with >CH and >C=X, does\ot form an 2,3-dihydro-l-(r-butylC(0)CH 2 -)-5-(2- 
py ridy 1)- 1 H- 1 , 4-benzodiazepin-2-one ; 

XXX. when R 1 is 4-ethoxyphenyl,^2,4,6-trimethylphenyl, 4-phenylphenyl, 
GH 3 OC(0)CH 2 -, 4-HOCH 2 -phenyl, 2,4\6-^h^prophenyl, 
2-trifluoromethy l-4-fluorophenyi7T)KCH^- , 
together with >CH and >C=sC, does iu 
CH 2 CH 2 -)-5-(2-pyridyl)-lH-l,4-0ienzodiazepi^ifone; 

YYY. when R 1 is 2,6-difluWphenyl, R 2 \s -CH 3 , Z' is -CH(OH)-, and p is 1, then 
W, together with >CH and >C=x\loes not form a 2,3-dihydro-l-(N,N-diethylamino- 
CH 2 CH 2 -)-5-(2-pyridyl)-lH-l ,4-benzodl : ^epin-2-on^; and 

ZZZ. when the ring defined by Wand -C(H)\C(==X)- forms a cycloalkyl, then it 
does not form a cycloalkyl of from 3 to 8 carbon atom\optionally substituted with 1 to 3 
alkyl groups. 



hl isNCH 3 , Z' is -CH 2 -, and p is 1, then W, 
a 2,3Sdihydro-l-(N,N-diethylamino- 



Application No. 09/915.263 
Attorney's Docket No. 002010-593 

Page 30 

119. (New) A metHpd for inhibiting P-amyloid peptide synthesis and/or release in 
a human subject thereby inhibiting onset of diseases mediated by p-amyloid peptide which 
method comprises administerinAto said human subject a pharmaceutical composition 
comprising a pharmaceutically in&rt carrier and an effective amount of a compound or a 
mixture of compounds of formula 



R 1 



Z V NI 

n 

o 



o 




X 



IA 



wherein R 1 is selected from the group consisting of: 
A) alkyl of from 1 to 10 carbon atbms; 

alkenyl of from 2 to 10 carbon atoms and 1-2 sites of alkenyl unsaturation; 
alkynyl of from 2 to 10 carbgffl^a^ms and from 1-2 sites of alkynyl 
unsaturation; 

cycloalkyl of from 3 toll carbon a^pn^ 
cycloalkenyl of fromj4 to 8^rD0p atpms; 

substituted alkyl of fr^m 1 to lO^&bcJji atoms, having from 1 to 5 
substituents selected tr§m: 

1) 
2) 



B) 
Q 

D) 
E) 
F) 




alkoxy of from l\to 10 carbon atoms; 

\ \ 

substituted alkoxy \f the formula substituted alkyl-O- where 



substituted alkyl is ai^defined in F Herein; 

3) cycloalkyl which is asWfined in D herein; 

4) substituted cycloalkyl istalefined in I herein; 

5) cycloalkenyl which is defined in E herein; 

\ \ 

6) substituted cycloalkenyl which is defined in J herein; 

7) acyl selected from alkyl-C(\>)-, substituted alkyl-C(O)-, 



a 
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cycloalkyl-C((B)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(db- and heterocyclic-C(O)- wherein alkyl is defined in 
A herein; wherain substituted alkyl is defined in F herein; wherein 
cycloalkyl is deraied in D herein; wherein substituted cycloalkyl is 
defined in I herein: wherein aryl is defined in F21 herein; wherein 
heteroaryl is defined in F22 herein; and wherein heterocyclic is 
defined in F23 herei 

8) acylamino having thdformula -C(0)NRR where each R is 
independently hydrogen, alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

9) acyloxy selected from alky&C(0)0-, substituted alkyl-C(0)0-, 
cycloalkyl-C(0)0, aryl-C(©)0-, heteroaryl-C(0)0-, and 
heterocyclic-C(0)0- whereiiffiHkyl is defined in A herein; wherein 
substituted alkyl isjdefi^d imp herein; wherein cycloalkyl is defined 
in D herein; whereni aryl i^dMined i\F21 herein; wherein 
heteroaryl is definecmn F22 herein; and wherein heterocyclic is 
defined in F23 herein: 

10) amino; 

11) aminoacyl having the foAiula -NRC(0)R wherein each R is 

independently selected from the group consisting of hydrogen, alkyl, 

substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 

defined in A herein; wherein\substituted alkyl is defined in F herein; 

wherein aryl is defined in F211 herein; wherein heteroaryl is defined 

1 | 

in F22 herein; and wherein heterocyclic is defined in F23 herein; 

12) aminoacyloxy having the formula -NRC(0)OR wherein each R is 
independently selected from the group iconsisting of hydrogen, alkyl, 
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substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A harein; wherein substituted alkyl is defined in F herein; 
wherein aryl is aefined in F21 herein; wherein heteroaryl is defined 
in F22 herein; a$d wherein heterocyclic is defined in F23 herein; 

13) cyano; 

14) halogen; 

15) hydroxyl; 

16) carboxyl; 

17) carboxylalkyl having itjie formula "-C(0)Oalkyr wherein alkyl is 
defined in A herein; 

18) thiol; 

19) thioalkoxy having the formula -S-alkyl, wherein alkyl is defined in A 
herein; 

20) substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is\efmed in F herein; 

21) aryl having from 6 to 14^ing\oarbhn atoms, optionally substituted 
with from 1 to 5 substiWent^|l«cted\om the group consisting of: 
a) hydroxy; ^ 

acyl as defined in B7 h 

I ml 



b) 
c) 
d) 
e) 
f) 
g) 
h) 

i) 

j) 
k) 

1) 



acyloxy as defined i^F9 h&rein; 
alkyl as defined in A Iterein^ 
substituted alkyl as defined in F herein; 



alkoxy as defined in Fl herein; 

V \ 

substituted alkoxy as defined ii^F2 herein; 
alkenyl as defined in B herein; 
substituted alkenyl as defined inp herein; 
alkynyl as defined in C herein; 
substituted alkynyl as defined in fi herein; 
amino; 
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m) 

n) 

o) 

P) 
q) 

r) 
s) 
t) 

u) 
v) 
w) 

x) 

y) 

z) 
aa) 



bb) 



cc) 



aminoacyl\as defined in Fll herein; 
acylamino as defined in F8 herein; 

alkaryl of thAformula -alkylene-aryl having 8 carbon atoms in 
the alkylene moiety and aryl is defined in F21 herein; 
aryl as defined i*n F21 herein; 

aryloxy having tf\e formula -O-aryl wherein aryl is defined in 
F21 herein; 
azido; 
carboxyl; 

carboxylalkyl havingMie formula M -C(0)Oalkyl" wherein 
alkyl is defined in A herein; 
cyano; 

halo selected from fluor^, chloro, bromo and iodo; 
nitro; 

heteroaryl as defined in F2£ herein; 

heterocyclic as defined in F23 herein; 

aminoacyloxy asMefinehun M therein; 

oxyacylamino having the foimma m9C(0)NRR where each R 

is independently hwogen, alk^p substituted alkyl, aryl, 

heteroaryl, or heterocyclic wherein alkyl is defined in A 

herein; wherein substituted alkylus defined in F herein; 

wherein aryl is defined in F21 herein; wherein heteroaryl is 

\ \ 

defined in F22 herein; anjd wherein^heterocyclic is defined in 
F23 herein; 

thioalkoxy having the formula -S-alkvl, wherein alkyl is 
defined in A herein; | | 

substituted thioalkoxy having the formula -S-substituted alkyl, 

T \ 

wherein substituted alkyl is defined in R herein; 
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dd) 

ee) 

fl) 
gg) 

hh) 

ii) 

jj) 
kk) 

11) 

mm) 

nn) 

oo) 

PP) 

qq) 

rr) 

ss) 



thioaryloxy Having the formula -S-aryl wherein aryl is defined 
in F21 herein \ 

thioheteroaryloVy having the formula -S-heteroaryl wherein 
heteroaryl is denned F22 herein; 
-SO-alkyl wherein alkyl is defined in A herein; 
-SO-substituted alk^l wherein substituted alkyl is defined in F 
herein; 

-SO-aryl wherein ary\is defined in F21 herein; 
-SO-heteroaryl whereflii heteroaryl is defined in F22 herein; 
-S0 2 -alkyl wherein alkyJ is defined in A herein; 
-S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

-S0 2 -aryl wherein aryl is defined in F21 herein; 
-S0 2 -heteroaryl wherein hetWoaryl is defined in F22 herein; 
trihalomethyl wherein halo isxdefined in 120 herein; 
mono- and dialkylamino wherein alkyl is defined in A herein; 
mono- and di-substituted alkyla\nino wherein substituted alkyl 
is defined in F hereirff 

mono- and di-arylamjjpo wli^ei\^ry^s defined in F21 herein; 
mono- and di-heteroar^damino ^herein \eteroaryl is defined 
in F22 herein; 

mono- and di-heterocycliSamino wherein heterocyclic is 

:in; \ 



defined in F23 herein; 



unsymmetric di-substituted a^nino having different substituents 
selected from alkyl, substituted alkyl, alyl, heteroaryl and 
heterocyclic wherein alkyl is defined inlj\ herein; wherein 
substituted alkyl is defined in R herein; wherein aryl is 
defined in F22 herein; wherein IheteroarylMs defined in F22 
herein; and wherein heterocyclic is define4in F23 herein; 
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22) heteroaryl of from 1 to 15 ring carbon atoms and 1 to 4 ring 
heteroatoms selected from oxygen, nitrogen and sulfur, optionally 
substituted with from 1 to 5 substituents selected from: 

a) alkyl as defined in A herein; 

b) substituted alkyl as defined in F herein; 

c) alkoxy as definrcl in Fl herein; 

d) substituted alkoxy^as defined in F2 herein; 

e) aryl as defined in K21 herein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F21 herein; 

g) halo selected from fludro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined in F22 herein; 
j) thiol; 

k) thioalkoxy having the formica -S-alkyl, wherein alkyl is 

defined in A herein; 
1) substituted thioalkoly ha^fogYhe Itenula -S-substituted alkyl, 

wherein substituted alkyl is deffbed ii^F herein; 
m) thioaryloxy having th^formula -^aryl wherein aryl is defined 

in F21 herein; and 
n) trihalomethyl wherein halo is defined in 120 herein; 

23) heterocyclic of from 1 to 15 ring carbon ato^is and from 1 to 4 ring 
atoms selected from nitrogen, sulfi\and oxygen, optionally 
substituted with from 1 to 5 substituents selected from: 

a) alkyl as defined in A herein; 

b) substituted alkyl as defined in F ^herein; 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy as defined in F2 herein; 

e) aryl as defined in F21 herein; 
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24) 
25) 

26) 
27) 
28) 
29) 
30) 

31) 
32) 
33) 
34) 
35) 
36) 
37) 



f) aryloxy lulling the formula -O-aryl wherein aryl is defined in 
F21 herein, 

halo selected ^rom fluoro, chloro, bromo and iodo; 
nitro; 

heteroaryl as denned in F22 herein; 
thiol; 

thioalkoxy having\the formula -S-alkyl, wherein alkyl is 
defined in A hereii 

substituted thioalko% having the formula -S-substituted alkyl, 
wherein substituted alkyl is defined in F herein; 
thioaryloxy having th^formula -S-aryl wherein aryl is defined 
in F21 herein; and 

trihalomethyl wherein halo is selected from fluoro, chloro, 
bromo and iodo; 

aryloxy of the formula -O-aryl wherein aryl is defined in F21 herein; 
hetefoaryloxy of the fprmuj|i -O-n^tero^ryl wherein heteroaryl is 
defined in F22 herein: 
hydroxy amino; 

alkoxy amino wherein alkQxy is define&jyi M n^*ein; 
nitro; 

-SOalkyl wherein alkyl is defied in A herein; 
-SO-substituted alkyl wherein substituted &(kyl is defined in F herein; 
-SO-aryl wherein aryl is defined in F21 herein; 



g) 
h) 

0 

j) 
k) 

1) 

m) 

n) 




-SO-heteroaryl wherein heteroaryl is defined|in F22 herein; 

-S0 2 -alkyl wherein alkyl is defined ily\ herein; 

-S0 2 -substituted alkyl wherein substituted alkyl is defined in F herein; 



-S0 2 -aryl wherein aryl is defined in F21 herein} 
-S0 2 -heteroaryl wherein heteroaryl is defined in\F22 herein; 
mono- and dialkylamino wherein alkyl is^defined\n A herein; 
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38) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F qerein; 

39) mono- and di-irylamino wherein aryl is defined in F21 herein; 

40) mono- and di-hqeroarylamino wherein heteroaryl is defined in F22 
herein; 

42) mono- and di-heteftjcyclicamino wherein heterocyclic is defined in 
F23 herein; 

43) unsymmetric di-substikited amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkw is defined in A herein; wherein substituted 
alkyl is defined in F hereim wherein aryl is defined in F21 herein; 
wherein heteroaryl is define^ in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

substituted alkenyl having from 1 to 3^substituents selected from the group 
consisting of: 

1) alkoxy as defined iniM TT&^gin; 

2) substituted alkoxy asXdefined i\Fi&hen 

3) acyl as defined in F7 Herein; 

4) acylamino as defined in i?8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; 

7) aminoacyl as defined in Fll herein; 

8) aminoacyloxy as defined in F12\erein; 

9) cyano; 

10) halogen selected from fluoro, chlortj, brom\> and iodo; 

11) hydroxy 1; 

12) carboxyl; 

13) carboxylalkyl as defined in F17 hereirf; 

14) thiol; I 



Application No. 09/915.263 
Attorney's Docket No. 002010-593 

Page 38 



15) thioalkoxv as defined in F19 herein; 

16) substituted\hioalkoxy as defined in F20 herein; 

17) aryl as defined in F21 herein; 

18) heteroaryl as defined in F22 herein; 

19) heterocyclic as flefined in F23 herein; 

20) nitro; \ 

21) -SO-alkyl whereinVlkyl is defined in A herein; 

22) -SO-substituted alkw wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein arylis defined in F21 herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F22 herein; 

25) -S0 2 -alkyl wherein alky\ is defined in A herein; 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F herein; 

27) -S0 2 -aryl wherein aryl is aefined in F21 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F22 herein; 

29) mono- and dial%lami&o wheibin alkyl is defined in A herein; 

30) mono- and di-suqstituted afowli^ino wierein substituted alkyl is 
defined in F herein* \ 

31) mono- and di-arylammo wherein aryl is deified in F21 herein; 

32) mono- and di-heteroarwamino wherein heteroaryl is defined in F22 
herein; \ \ 

33) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F23 herein; and \ \ 

34) unsymmetric di-substituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherem aryl isViefined in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; \ ^ 

H) substituted alkynyl of from 1 to 3 substituents selected from: 
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1) alkoxy as definedun Fl herein; 

2) substituted alkoxy as defined in F2 herein; 

3) acyl as defined in FTlherein; 

4) acylamino as defined hi F8 herein; 

5) acyloxy as defined in W9 herein; 

6) amino; \ 

7) aminoacyl as defined in F^l herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; \ 

10) halogen selected from fluoroAchloro, bromo and iodo; 

11) hydroxyl; \ 

12) carboxyl; \ 

13) carboxylalkyl as defined in F17 herein; 

14) thiol; \ 

15) thioalkoxy as defined in F19 herein;\ 

16) substituted thioalkoxy as defined in FM) herein; 

17) aryl as defined in F21 TOrein^V^ iV^V 

18) heteroaryl as defined inF22 herein^ VV \ 

19) heterocyclic as defined in\F23 herein; \ 

20) nitro; \ \ 

21) -SO-alkyl wherein alkyl is defined in A herem; \ 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is definedVi F21 herein;! 

24) -SO-heteroaryl wherein heteroaryMs defined inV22 herein; 

25) -S0 2 -alkyl wherein alkyl is defmed\n A herein; ^ 

26) -S0 2 -substituted alkyl wherein substituted alkyl israefined in F herein; 

27) -S0 2 -aryl wherein aryl is defined in H21 herein; \ 

28) -S0 2 -heteroaryl wherein heteroaryl is aefined in F22 herein; 

29) mono- and dialkylamino wherein alky J is defined inV herein; 
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30) mono- and diAsubstituted alkylamino wherein substituted alkyl is 
defined in F helpm; 

31) mono- and di-ar^amino wherein aryl is defined in F21 herein; 

32) mono- and di-hetq[oarylamino wherein heteroaryl is defined in F22 
herein; 

33) mono- and di-hetero\yclicamino wherein heterocyclic is defined in 
F23 herein; and 

34) unsymmetric di-substit&ted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alky\ is defined in A herein; wherein substituted 
alkyl is defined in F herein* wherein aryl is defined in F21 herein; 
wherein heteroaryl is defineq in F21 herein; and wherein heterocyclic 
is defined in F23 herein; 

substituted cycloalkyl having 3 to !2^&rt)on atoms and from 1 to 5 
substituents selected fi6rn*Bi^rou^o\sis^ng of: 

1) hydroxy; 

2) acyl as defined ki F7 herein; 

3) acyloxy as define&in F9 herein; 

4) alkyl as defined in X herein; 

5) substituted alkyl as defined in F hereiq.; 

6) alkoxy as defined in FlVerein; 

7) substituted alkoxy as defined in F2 hereip; 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G herein; 1 

10) alkynyl as defined in C hereim 

11) substituted alkynyl as defined i$ H herein; 

12) amino; 

13) aminoacyl as defined in Fll herein; 
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14) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F21 herein; 

15) aryl as definedW F21 herein; 

16) aryloxy having the formula -O-aryl wherein aryl is defined in F21 
herein; \ 

17) carboxyl; \ 

18) carbToxylalkyl having the formula "-C(0)Oalkyl" wherein alkyl is 
defined in A herein; \ 

19) cyano; \ 

20) halo selected from fluoro, chloro, bromo and iodo; 

21) nitro; \ 

22) heteroaryl as defined in F2Q herein; 

23) thioalkoxy as defined in F 151 herein; 

24) substituted thioalkoxy as defined in F20 herein; and 

25) trihalomethyl wflSTbkjJialo is s|elbrted from fluoro, chloro, bromo 
and iodo; \ \. \ \ \ 

substituted cycloalkenyl Vaving froms^Q 8 carbon atoms and from 1 to 5 
substituents selected fromlhe group conSsti n 8 °\ 

1) hydroxy; \ \ * 

2) acyl as defined in F7 herein; \ 

3) acyloxy as defined in F9\erein; \ 

4) alkyl as defined in A herein; \ 

5) substituted alkyl as defined in F herein; \ 

6) alkoxy as defined in Fl herein: \ 

7) substituted alkoxy as defined inu^ herein \ 

8) alkenyl as defined in B herein; \ \ 

9) substituted alkenyl as defined in u herein; \ 

10) alkynyl as defined in C herein; \ 

11) substituted alkynyl as defined in H herein; i 



Application No. 09/915.263 
Attorney's Docket No. 002010-593 

Page 42 



K) 
L) 
M) 



12) amiljo; 

13) amindacyl as defined in Fll herein; 

14) alkaryl Vf the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene n\oiety and aryl is defined in F21 herein; 

15) aryl as defined in F21 herein; 

16) aryloxy having the formula -O-aryl wherein aryl is defined in F21 
herein; 

17) carboxyl; 

18) carboxylalkyl having the formula M -C(0)Oalkyr wherein alkyl is 
defined in A herein,\ 

19) cyano; 

20) halo selected from fluo^p, chloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defined in F22 herein; 

23) thioalkoxy as defined in Fljj^ierein; 

24) substituted thioalkoxy as dqfiflpdl^F20 herein; and 

25) trihalomethyl^wherei^halo i\s$lectecN£rom fluoro, chloro, bromo 
and iodo; 

aryl as defined in F21 hdtein; 
heteroaryl as defined in F2\ herein; and^ 
heterocyclic as defined in F2\herein; 



Z' is represented by the formula -CXX'X -T-CH 2 - or\T-C(0)- where T is selected 
from the group consisting of oxygen, sulfur, -NR 5 Vhere R 5 is: 
N) hydrogen; 

O) acyl as defined in F7 herein; 
P) alkyl as defined in A herein; 
Q) aryl as defined in F21 herein; or 
R) heteroaryl as defined in F22 herein; 
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X 1 is hydrogenXhydroxy or fluoro; X" is hydrogen, hydroxy or fluoro, or X' and 
X" together form an ox© group; 

R 2 is selected from me group consisting of: 

S) alkyl as defined in A herein; 

T) alkenyl as defined in B herein; 

U) alkyriyl as defined in C herein; 

V) substituted alkyl al defined in F herein; 

W) substituted alkenyl as defined in G herein; 

X) substituted alkynyl as^defined in H herein; 

Y) cycloalkyl as defined in D herein; 

Z) aryl as defined in F21 herein; 

AA) heteroaryl as defined in F22 herein; 

BB) heterocyclic as defined in Fg3 herein; 

BB 1 ) 2-aminopy rid-6-y 1 ; 

BB 2 ) 2-methy lcyclopenty 1 ; 

BB 3 ) cyclohex-2-e^iyl; an( 

BB 4 ) -(CH 2 ) 4 NHc\o)OC(CH3); 

W, together with -C(Hk(=X)-, forms* 
CC) cycloalkyl as defined in D herein; 
DD) cycloalkenyl as defined in E herein; 
EE) heterocyclic as definedSin F23 herein; 
FF) substituted cycloalkyl asNlefined in I herein; or 
GG) substituted cycloalkenyl grchip as defined in J herein; 
wherein each of said cycloalkyl, cycloalkenyl, heterocyclic, substituted cycloalkyl 



or substituted cycloalkenyl group is optionally^ fused to form a bi- or multi-fused ring 
system with one or more ring structures selected from the gr^pup consisting of: 
HH) cycloalkyl as defined in D herein; 
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II) cycloalkenw as defined in E herein; 

JJ) heterocyclic \s defined in F23 herein; 

KK) aryl as defineain F21 herein; and 

LL) heteroaryl as deifined in F22 herein; 
which, in turn, each of skch ring structures is optionally substituted with 1 to 4 
substituents selected from the groijp consisting of: 

MM) hydroxy 1; 

NN) halo as defined in F21^herein; 

OO) alkoxy as defined in Fl^erein; 

PP) substituted alkoxy as defined in F2 herein; 

QQ) thioalkoxy as defined in Fl^herein; 

RR) substituted thioalkoxy as defined in F20 herein; 

SS) nitro; 

TT) cyano; 

UU) carboxyl; 

VV) carboxyl esters; 

WW) alkyl as defined iiR A here! 

XX) substituted alkyl asVlefined in^hSje^n; 

YY) alkenyl as defined imB herein; 

ZZ) substituted alkenyl as dfefined in G herein; 

AAA) alkynyl as defined in C nferein; 

BBB) substituted alkynyl as defined in H herein; 




CCC) amino; 

DDD) N-alkyl amino wherein alkyl ik defined in A herein; 
EEE) N,N-dialkyl amino wherein alkyl is defined inV herein; 
FFF) N-substituted alkylamino whereiiualkyl is defined in A herein; 
GGG) N-alkyl N-substituted alkylamino ^herein alkyl i\defined in A herein; 
HHH) N,N-disubstituted alkyl amino; 
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III) -NHC(0)R 4 \here each R 4 is independently selected from the group 
consisting of: 

1) alkyl as dtefined in A herein; 

2) substituted\dkyl as defined in F herein; 

3) aryl as defined in F21 herein; 
JJJ) -NHS0 2 R 4 wherein is defined in III herein; 
KKK) -C(0)NH 2 ; 

LLL) -C(0)NHR 4 where R 4 is Refined in III herein; 
MMM) -C(0)NR 4 R 4 where R 4 is^efined in III herein; 
NNN) -S(0)R 4 where R 4 is defined in III herein; 
OOO) -S(0) 2 R 4 where R 4 is defined\in III herein; 
PPP) -S(0) 2 NHR 4 where R 4 is defined in III herein; and 
QQQ) -S(0) 2 NR 4 R 4 where R 4 is definfcd in III herein; 



X is selected from the group consisting 
-OH), thiol (H, -SH) and hydro (HfH^ 



co (=0), thiooxo ( = S), hydroxy 1 (-H, 



p is an integer equal to 0 or \ such that wfe^p is zero, the ring defined by W and 
-C(H) p C(=X)- is unsaturated at the carbon atom of iW attachment to NH and when p is 
one, the ring is saturated at the carbon a^om of ring attachment to NH; 

or pharmaceutically acceptable salts thereof; 

with the following provisos: \ 

RRR. when R 1 is 3,5-difluorophenyk R 2 is -CH 3 ,^Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C = X, does not form a 2-(S)-inoanol group; 

SSS. when R 1 is phenyl, R 2 is -CH 3 , Z^is -CH 2 -, )^is 1, then W, together with 
>CH and >C=X, does not form a trans-2-hydtoxy-cyclohexrl-yl group; 

TTT. when R 1 is cyclopropyl, R 2 is. -CHA Z' is -CH 2 -\and p is 1, then W, 
together with >CH and >C=X, does not form an^N-methylcap^olactam group; 
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UUU. when R 1 is 4\hlorobenzoyl-CH 2 -, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then 
W, together with >CH and ^C = X, does not form an 2,3-dihydro-l-methyl-5-phenyl-lH- 
1 ,4-benzodiazepin-2-one; 

VVV. when R 1 is 2-phen$phenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, d\es not form an 7-methyl-5,7-dihydro-6H- 
dibenz [b , d] azepin-6-one ; 

WWW. when R 1 is CH 3 OC(0)OH 2 -, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C = X, does n<5t form an 2,3-dihydro-l-(r-butylC(0)CH 2 -)-5-(2- 



pyridyl)-lH-l,4-benzodiazepin-2-one; 

XXX. when R 1 is 4-eth 
CH 3 OC(0)CH 2 -, 4-HOCH 2 -phe 
2-trifluoromethy 1-4-fluoropheny 1 , 
together with >CH and >C = X, ddes not 




|rimethylphenyl, 4-phenylphenyl, 

Z' is -CH 2 -, and p is 1, then W, 
a 2,3-dihydro-l-(N,N-diethylamino- 



CH 2 CH 2 -)-5-(2-pyridyl)- 1H- 1 ,4-benzod^zepin-2-on^ 

YYY. when R 1 is 2,6-difluoropMnyl, R 2 is -CH 3 , Z' is -CH(OH)-, and p is 1, then 



W, together with >CH and >C=X, does not form a 2^3-dihydro-l-(N,N-diethylamino- 
CH 2 CH 2 -)-5-(2-pyridyl)-l^ 

ZZZ. when the ring defined by W and -€(H) p C(=lX)- forms a cycloalkyl, then it 
does not form a cycloalkyl of from 3 to 8 carbon atoms optipnally substituted with 1 to 3 
alkyl groups. 
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120. (New) A method Vor treating a human subject with AD in order to inhibit 
further deterioration in the condition of said human subject which method comprises 
administering to said subject a pharmaceutical composition comprising a pharmaceutically 
inert carrier and an effective amounapf a compound or a mixture of compounds of formula 
IA: 



R 1 



C "CH 



O 



R 2 




X 



IA 



wherein R 1 is selected from the group consisting of: 

A) alkyl of from 1 to 10 carbon atoms;' 

B) alkenyl of from 2 to 10 carbon atom^and 1-2 sites of alkenyl unsaturation; 

C) alkynyl of from 2 to 10 carbon atoms and from 1-2 sites of alkynyl 
unsaturation; 

cycloalkyl of from 3 to 12 carbon atol 



D) 
E) 
F) 



cycloalkenyl of from 41 to 8 oNxm at 
substituted alkyl of fronj 1 to 10 cafc 
substituents selected fro 

1) 




mg from 1 to 5 



2) 

3) 
4) 
5) 
6) 
7) 



alkoxy of from 1 tdUO carbon atoms ;\ 
substituted alkoxy ol^he formula substituted alkyl-O- where 
substituted alkyl is as defined in F herein; 



cycloalkyl which is as defined in D herein; 



substituted cycloalkyl is defined in I herein\ 
cycloalkenyl which is defined in E herein; 
substituted cycloalkenyl which is defined in Jlierein; 
acyl selected from alkyl-C(O)-, substituted alkyl-C(O)-, 
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cycloalkyl-Cfo)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(Oh- and heterocyclic-C(O)- wherein alkyl is defined in 
A herein; wheran substituted alkyl is defined in F herein; wherein 
cycloalkyl is defined in D herein; wherein substituted cycloalkyl is 
defined in I herein\ wherein aryl is defined in F21 herein; wherein 
heteroaryl is definedkin F22 herein; and wherein heterocyclic is 
defined in F23 hereini 

8) acylamino having the f&rmula -C(0)NRR where each R is 
independently hydrogenXalkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein alkA is defined in A herein; wherein substituted 
alkyl is defined in F hereim wherein aryl is defined in F21 herein; 
wherein heteroaryl is define^ in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

9) acyloxy selected from alkyl-G^Q)0-, substituted alkyl-C(0)0-, 
cydoalkyl-C(0)0-, ai^l*^p\a| and 
heterocyclic-C(0)0- whereunysyl isidefined in A herein; wherein 
substituted alkyl is defmed in F Herein; wherein cycloalkyl is defined 
in D herein; wherein aryl^is define^ in F21 herein; wherein 
heteroaryl is defined in F22\herein;\and wherein heterocyclic is 
defined in F23 herein; 

10) amino; 

11) aminoacyl having the formula -NR£!(0)R wherein each R is 
independently selected from the grotto consisting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroaryl, ancKheterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alj|yl is defined in F herein; 
wherein aryl is defined in F21 herein; wherein heteroaryl is defined 
in F22 herein; and wherein heterocyclic is deigned in F23 herein; 

12) aminoacyloxy having the formula -NRC(0)OR Vherein each R is 
independendy selected from the group consistingW hydrogen, alkyl, 



Application No. 09/915.263 
Attorney's Docket No. 002010-593 

Page 49 



9 



substituted alkylXaryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herem; wherein substituted alkyl is defined in F herein; 
wherein aryl is defined in F21 herein; wherein heteroaryl is defined 
in F22 herein; and herein heterocyclic is defined in F23 herein; 

13) cyano; 

14) halogen; 

15) hydroxyl; 

16) carboxyl; 

17) carboxylalkyl having the formula "-C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

18) thiol; 

19) thioalkoxy having the formula -^-alkyl, wherein alkyl is defined in A 
herein; 

20) substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is defined^ in F herein; 

21) aryl having from 6 to 14 ring carbdh atoms, optionally substituted 
with from 1 to 5 substituents seld5fe§d from the group consisting of: 

a) hydroxy; 

b) acyl as defii 

c) acyloxy as d( 

d) alkyl as definedUn A herein; 

e) substituted alkyl as defined in r n^erein; 

f) alkoxy as defined in Fl herein; 

g) substituted alkoxy asraefined in F2^herein; 

h) alkenyl as defined in R herein; 

i) substituted alkenyl as defined in G herein; 
j) alkynyl as defined in C nferein; 
k) substituted alkynyl as defined in H herfein; 
1) amino; 
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■5 



m) 

n) 

o) 

P) 
q) 

r) 
s) 
0 

u) 
v) 
w) 

x) 

y) 

z) 
aa) 



bb) 



cc) 



aminoacyftas defined in Fll herein; 
acylamino as defined in F8 herein; 

alkaryl of the formula -alkylene-aryl having 8 carbon atoms in 
the alkylene moiety and aryl is defined in F21 herein; 
aryl as definedW F21 herein; 

aryloxy having %e formula -O-aryl wherein aryl is defined in 
F21 herein; 
azido; 
carboxyl; 

carboxylalkyl having\the formula M -C(0)Oalkyl" wherein 
alkyl is defined in A Herein; 
cyano; 

halo selected from fluor<|, chloro, bromo and iodo; 
nitro; 

heteroaryl as defined in Jf^sijerein; 
heterocyclic^ defined 
aminoacYioxy as dfetinea mu\i^ Herein; 
oxyacylamino having th$ formula -OC(Q)NRR where each R 
is independently hydrogen>alk\l, substituted alkyl, aryl, 



heteroaryl, onheterocyclic wherein alkyl is defined in A 
herein; wherein^substituted alkyl\s defined in F herein; 



wherein aryl is defined in F21 herein; wherein heteroaryl is 
defined in F22 herem; and wherein\eterocyclic is defined in 
F23 herein; 

thioalkoxy having the formula -S-alkyl;, wherein alkyl is 
defined in A herein; 
substituted thioalkoxy having the formula -S-substituted alkyl, 



\ 



wherein substituted alkyl is Refined in F herein; 
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S 



dd) 

ee) 

ff) 
gg) 

hh) 
ii) 

jj) 
kk) 

11) 

mm) 
nn) 
oo) 
PP) 

qq) 

rr) 
ss) 
tt) 



thioaryloxy having the formula -S-aryl wherein aryl is defined 
in F21 h&ein; 

thioheteroa^yloxy having the formula -S-heteroaryl wherein 
heteroaryl i&defined F22 herein; 
-SO-alkyl wherein alkyl is defined in A herein; 
-SO-substitutecl alkyl wherein substituted alkyl is defined in F 
herein; 

-SO-aryl wherein\aryl is defined in F21 herein; 
-SO-heteroaryl wherein heteroaryl is defined in F22 herein; 
-S0 2 -alkyl wherein alkyl is defined in A herein; 
-S0 2 -substituted alky\ wherein substituted alkyl is defined in F 
herein; 

-S0 2 -aryl wherein aryl Is defined in F21 herein; 
-S0 2 -heteroaryl wherein uieteroaryl is defined in F22 herein; 
trihalomethyl wherein hpl^ts^lefined in 120 herein; 
mono- and dialkylamino\whereift\alkyl is defined in A herein; 
mono- and di-^ili§tituted ^k^lamind^vherein substituted alkyl 
is defined in A herein^ 

mono- and di-aVlamino ^heMn aryl is defined in F21 herein; 
mono- and di-hete^oaiylamino^herein heteroaryl is defined 
in F22 herein; 

mono- and di-heteroc^plicamino v^herein heterocyclic is 
defined in F23 herein; 




unsymmetric di-substituted amino haying different substituents 

\ \ 

selected from alkyl, substituted alkyl,Wyl, heteroaryl and 



heterocyclic wherein alkyl is 'defined im A herein; wherein 



substituted alkyl is defined in ^herein; wherein aryl is 
defined in F21 herein; wherein ^leteroarylkis defined in F22 
herein; and wherein heterocyclic is definecmn F23 herein; 
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22) heteroaryl of frofai 1 to 15 ring carbon atoms and 1 to 4 ring 

heteroatoms selected from oxygen, nitrogen and sulfur, optionally 
substituted with from 1 to 5 substituents selected from: 

a) alkyl as defi%d in A herein; 

b) substituted al%l as defined in F herein; 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy as defined in F2 herein; 

e) aryl as defined in\)F21 herein; 

f) aryloxy having the\formula -O-aryl wherein aryl is defined in 
F21 herein; 

g) halo selected from fh%)ro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined in\F22 herein; 
j) thiol; 

k) thioalkoxy having the forihula -S-alkyl, wherein alkyl is 



1) 



m) 



n) 




defined in A herein; 
substituted 
wherein sub 
thioaryloxy 
in F21 herein; 
trihalomethyl wheifein halo is defined in 120 herein; 



formula -S-substituted alkyl, 
in F herein; 

wherein aryl is defined 



23) heterocyclic of from 1 to 15Wing carbofft atoms and from 1 to 4 ring 

atoms selected from nitrogen \ulfur andvoxygen, optionally 

substituted with from 1 to 5 suostituents selected from: 

\ 

alkyl as defined in A herein; 

V 

substituted alkyl as definedxin F herqji; 
alkoxy as defined in Fl herein; 



a) 
b) 
c) 
d) 
e) 



substituted alkoxy as defined in F2 herein; 
aryl as defined in F21 herein; 
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24) 
25) 

26) 
27) 
28) 
29) 
30) 

31) 
32) 
33) 
34) 
35) 
36) 
37) 



f) aryloxy paving the formula -O-aryl wherein aryl is defined in 
F21 herefl 

g) halo select^ from fluoro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as Refined in F22 herein; 
j) thiol; 

k) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in A here* 
1) substituted thioalkoxy having the formula -S-substituted alkyl, 

wherein substituted \lkyl is defined in F herein; 
m) thioaryloxy having th\ formula -S-aryl wherein aryl is defined 

in F21 herein; and 
n) trihalomethyl wherein h^lo is selected from fluoro, chloro, 
bromo and iodo; 

aryloxy of the formula -O-aryl wherein aryl is defined in F21 herein; 
heteroaryloxy of the formula -Cj-heteiHs^ryl wherein heteroaryl is 
defined in F22 herein; 
hydroxy amino; 

alkoxyamino wherein alkoxy is 
nitro; 



id in Fl herein; 



-SO-alkyl wherein alkyl is denned in A\\tierein; 
-SO-substituted alkyl wherein substitute&alkyl is defined in F herein; 



-SO-aryl wherein aryl is defined in F21 herein; 



-SO-heteroaryl wherein heteroaryl is defined in F22 herein; 

-S0 2 -alkyl wherein alkyl is defined ii^A herein; 

-S0 2 -substituted alkyl wherein substituted alkyl is defined in F herein; 

-SO r aryl wherein aryl is defined in F21 herein: 

-S0 2 -heteroaryl wherein heteroaryl is defined imF22 herein; 

mono- and dialkylamino wherein alkyl is definecran A herein; 
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38) mono- and\li-substituted alkylamino wherein substituted alkyl is 
defined in Mnerein; 

39) mono- and dAarylamino wherein aryl is defined in F21 herein; 

40) mono- and di-l\pteroarylamino wherein heteroaryl is defined in F22 
herein; 

41) mono- and di-he%ocyclicamino wherein heterocyclic is defined in 
F23 herein; 

42) unsymmetric di-sub&ituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

substituted alkenyl having froi|i f^3 substituents selected from the group 
consisting of: 

1) alkoxy as defined in^Kl hSreinl 

substituted alkoxy as deft^e&in 1 ^ r 2 herein; 



2) 
3) 
4) 
5) 
6) 
7) 
8) 
9) 
10) 

11) 
12) 
13) 
14) 



acyl as defined * n ^ 7 herein; 
acylamino as defined in F8 hereii 

\ 

acyloxy as defined in\F9 herein; 
amino; 

aminoacyl as defined in FM herein; 
aminoacyloxy as defined in El 2 herein; 



cyano; 

halogen selected from fluoro 
hydroxyl; 
carboxyl; 

carboxylalkyl as defined in F17 herein; 
thiol; 



bromo and iodo; 
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15) thioalkoxy as aefined in F19 herein; 

16) substituted thioalkoxy as defined in F20 herein; 

17) aryl as defined inV21 herein; 

18) heteroaryl as defined in F22 herein; 

19) heterocyclic as definbd in F23 herein; 

20) nitro; \ 

21) -SO-alkyl wherein alkyl is defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is dbfined in F21 herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F23 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substituted alkyl wherein* substituted alkyl is defined in F herein; 

27) -S0 2 -aryl wherein aryl is defined in F21 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F22 herein; 

29) mono- and dialkylamino wherein Vkyl is defined in A herein; 

30) mono- and di-substituted alkylaminp wherein substituted alkyl is 
defined in F herein; 

31) mono- and di-arylamino \^erei^^^^ in F21 herein; 

32) mono- and di-heteroarylamino wn^ein hereroaryl is defined in F22 
herein; \ \ 

33) mono- and di-heterocyclicamino wherein heterocyclic is defined in 
F23 herein; and \v \ 

34) unsymmetric di-substituted amino having different substituents 
selected from alkyl , substituted alkyl, aryl,vheteroaryl and 
heterocyclic wherein alkyl is defined ta A herein; wherein substituted 
alkyl is defined in F herein; wherein aAl is defined in F21 herein; 
wherein heteroaryl is defined in F22 her&in; ana wherein heterocyclic 
is defined in F23 herein; \ 

H) substituted alkynyl of from 1 to 3 substituents selected from: 
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1) alkoxy as qe fined in Fl herein; 

2) substituted atkoxy as defined in F2 herein; 

3) acyl as defines in F7 herein; 

4) acylamino as defined in F8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; 

7) aminoacyl as defined in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; 

10) halogen selected from f%)ro, chloro, bromo and iodo; 

11) hydroxy 1; 

12) carboxyl; 

13) carboxylalkyl as defined in \17 herein; 

14) thiol; 

15) thioalkoxy as defined in Fljp ffi^sein; 

16) substituted thioalkoxy as deiSjne^ iiN£20 herein; 

17) aryl as defined in F^ 

18) heteroaryl as define 

19) heterocyclic as defined^in F23 

20) nitro; 

21) -SO-alkyl wherein alkyl is\iefined in A herein; 

22) -SO-substituted alkyl wherei^j substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined in F21 

24) -SO-heteroaryl wherein heteroaryl is defined in F22 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substituted alkyl wherein substituted all&rt is defined in F herein; 

27) -S0 2 -aryl wherein aryl is defined in F21 hereii 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in^F22 herein; 

29) mono- and dialkylamino wherein alkyl is defined \n A herein; 
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30) mono- anfa di-substituted alkylamino wherein substituted alkyl is 
defined in^ herein; 

31) mono- and fli-arylamino wherein aryl is defined in F21 herein; 

32) mono- and d\-heteroarylamino wherein heteroaryl is defined in F22 
herein; 

33) mono- and di-fteterocyclicamino wherein heterocyclic is defined in 
F23 herein; anc 

34) unsymmetric di-£ubstituted amino having different substituents 
selected from alkyi, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in Fwierein; wherein aryl is defined in F21 herein; 
wherein heteroaryl iskdefined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

substituted cycloalkyl havips3\to 12 carbon atoms and from 1 to 5 
substituents selected from tflfe gl&up consisting of: 
1) hydroxy; 
acyl as dei 
acyloxy as Refined 
alkyl as defined in A herein^ 
substituted alk\d as defined iri\F herein; 
alkoxy as defin&l in Fl herein* 
substituted alkoxy\as defined iri$F2 herein; 



2) 
3) 
4) 
5) 
6) 
7) 
8) 
9) 
10) 

11) 
12) 

13) 



alkenyl as defined ui B herein; 
substituted alkenyl a\ defined in herein; 
alkynyl as defined herein: 
substituted alkynyl as Refined in H therein; 
amino; 

aminoacyl as defined in Fll herein; 
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14) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety\nd aryl is defined in F21 herein; 

15) aryl as defined inV21 herein; 

16) aryloxy having thetformula -O-aryl wherein aryl is defined in F21 
herein; \ 

17) carboxyl; \ 

18) carboxylalkyl having the formula M -C(0)Oalkyl M wherein alkyl is 
defined in A herein; \ 

19) cyano; \ 

20) halo selected from fluoro,\chloro, bromo and iodo; 

21) nitro; \ 

22) heteroaryl as defined in F229herein; 

23) thioalkoxy as defined in F19*herein; 

24) substituted thioalkoxy as defined in F20 herein; and 

25) trihalomethyl wherein halo is selected from fluoro, chloro, bromo 
and iodo; y*J» 

substituted cycloalkenyl having from 4 t^^carbon atoms and from 1 to 5 
substituents selected from the group\onsistin^o)f: 

1) hydroxy; I \ \ \ 

2) acyl as defined inW7 hereihc \ \ \ 

3) acyloxy as defined >*n F9 hereih: \ ^ \ 

4) alkyl as defined in A herein; \ 

5) substituted alkyl as defined in F herein^ 

6) alkoxy as defined in Fli herein; \ 

7) substituted alkoxy as defined in F2 herein* 

8) alkenyl as defined in B herein; ^ 

9) substituted alkenyl as defined in G herein; \ 

10) alkynyl as defined in C herein; ^ 

11) substituted alkynyl as defined in H herein; % 
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K) 
L) 
M) 



12) 
13) 
14) 

15) 
16) 

17) 
18) 

19) 
20) 

21) 
22) 
23) 
24) 
25) 



amine 

aminoa&yl as defined in Fll herein; 
alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F21 herein; 
aryl as defined in F21 herein; 

aryloxy having the formula -O-aryl wherein aryl is defined in F21 
herein; 
carboxyl; 

carboxylalkyl haVing the formula "-C(0)Oalkyr wherein alkyl is 
defined in A here! 
cyano; 

halo selected from ffiioro, chloro, bromo and iodo; 
nitro; 

heteroaryl as defined iiftF22 herein; 
thioalkoxy as defined inF19 herein; 



substituted thioalkoxy as 
trihalomethyl w5ierSi^hal<5Nis se] 
and iodo; 
aryl as defined in F21 he 
heteroaryl as defined in F22^Jtierein; an'c 
heterocyclic as defined in F23 x herein; 



in F20 herein; and 
:ted from fluoro, chloro, bromo 



Z' is represented by the formula -CX t X"-\T-CH 2 \or -T-C(O)- where T is selected 
from the group consisting of oxygen, sulfur, -NR 5 ^here R\is: 
N) hydrogen; 

O) acyl as defined in F7 herein; 
P) alkyl as defined in A herein; 
Q) aryl as defined in F21 herein; or 
R) heteroaryl as defined in F22 herein; 
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X' is hydrogen, hydroxy or fluoro; X" is hydrogen, hydroxy or fluoro, or X' and 
X' ' together form an oxo groi 

R 2 is selected from the giWp consisting of: 

S) alkyl as defined in \ herein; 

T) alkenyl as defined iiAB herein; 

U) alkynyl as defined in ® herein; 

V) substituted alkyl as defined in F herein; 

W) substituted alkenyl as defined in G herein; 

X) substituted alkynyl as defined in H herein; 

Y) cycloalkyl as defined in D nterein; 

Z) aryl as defined in F21 herein* 

AA) heteroaryl as defined in F22 herein; 

BB) heterocyclic as defined in F23 herein; 

BB *) 2-aminopy rid-6-yl ; 

BB 2 ) 2-methy lcyclopenty 1 ; 

BB 3 ) cyclohex-2-enyl; and 

BB 4 ) -(CH 2 ) 4 NHC(0)00(CH^ 

W, together with -C(H) p C(=X)-, rarms a: 

CC) cycloalkyl as defined fh D herein; 

DD) cycloalkenyl as defined ni E herein; 

EE) heterocyclic as defined in F23 herein; 

FF) substituted cycloalkyl as defined in I herein ;\or 

GG) substituted cycloalkenyl group as defined in Jfcherein; 

wherein each of said cycloalkyl, cycloall&nyl, heterocyclic, substituted cycloalkyl 
or substituted cycloalkenyl group is optionally fusefl to form a \i- or multi-fused ring 
system with one or more ring structures selected frcw^ the grou\consisting of: 

HH) cycloalkyl as defined in D herein; 
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II) cycloalkenyl as defined in E herein; 

JJ) heterocyclic as defined in F23 herein; 

KK) aryl as defined in F2 Ik herein; and 

LL) heteroaryl as defined in F22 herein; 

which, in turn, each of such rink structures is optionally substituted with 1 to 4 
substituents selected from the group consisting of: 

MM) hydroxy 1; 

NN) halo as defined in F21 herei^; 

OO) alkoxy as defined in Fl hereifi; 

PP) substituted alkoxy as defined invF2 herein; 

QQ) thioalkoxy as defined in F19 herein; 

RR) substituted thioalkoxy as defined \ F20 herein; 

SS) nitro; 

TT) cyano; 

UU) carboxyl; 

VV) carboxyl esters; 

WW) alkyl as defined in A herein; 

XX) substituted alkyl as d( 

YY) alkenyl as defined in I\ herein; 

ZZ) substituted alkenyl as 

AAA) alkynyl as defined in C 

BBB) substituted alkynyl as defined in H herein; 

CCC) amino; 

DDD) N-alkyl amino wherein alkyl is\efined in A herein; 

EEE) N,N-dialkyl amino wherein alkyl\s defined in A Herein; 

FFF) N-substituted alkylamino wherein a*Ueyl is defined in A herein; 

GGG) N-alkyl N-substituted alkylamino wherein alkyl is defined in A herein; 

HHH) N,N-disubstituted alkyl amino; \ 
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III) -NHC(0)R 4 where^each R 4 is independently selected from the group 
consisting of: 

1) alkyl as defined in A herein; 

2) substituted alkyl \s defined in F herein; 

3) aryl as defined in ¥&l herein; 
JJJ) -NHS0 2 R 4 wherein R 4 is de\ned in III herein; 
KKK) -C(0)NH 2 ; 

LLL) -C(0)NHR 4 where R 4 is defined in III herein; 
MMM) -C(0)NR 4 R 4 where R 4 is defined in III herein; 
NNN) -S(0)R 4 where R 4 is defined in imherein; 
OOO) -S(0) 2 R 4 where R 4 is defined in IllWein; 
PPP) -S(0) 2 NHR 4 where R 4 is defined in MI herein; and 
QQQ) -S(0) 2 NR 4 R 4 where R 4 is defined in m herein; 

X is selected from the group consisting of q^B*^p), thiooxo (=S), hydroxyl (-H, 
-OH), thiol (H, -SH) and hydro (H, H); 

p is an integer equal to 0 or 1 suA that wherr^k lero, theVing defined by W and 
-C(H) p C(=X)- is unsaturated at the carbonVtom of ring attachment t\NH and when p is 
one, the ring is saturated at the carbon atom o£ring attachment to NH; 

or pharmaceutically acceptable salts thereof; 

with the following provisos: 

RRR. when R 1 is 3,5-difluorophenyl, R 2 is -TCKL,, Z' is \CH 2 -, and/? is 1, then W, 
together with >CH and >C=X, does not form a 2-(\)-indanol |b"oup; 

SSS. when R 1 is phenyl, R 2 is -CH 3 , Z' is -CHV, p is lithen W, together with 
>CH and >C=X, does not form a trans-2-hydroxy-cycl^ohex-l-y l^group; 

TTT. when R 1 is cyclopropyl, R 2 is -CH 3 , Z' is -CH 2 -, and \ is 1, then W, 
together with >CH and >C=X, does not form an N-methylcaprolactam group; 
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UUU. when R 1 is 4-chloroBenzoyl-CH 2 -, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then 
W, together with >CH and >C=X\does not form an 2,3-dihydro-l-methyl-5-phenyl-lH- 
1 ,4-benzodiazepin-2-one; 

VVV. when R 1 is 2-phenylpheny\ R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does notYorm an 7-methyl-5,7-dihydro-6H- 
dibenz[b,d]azepin-6-one; 

WWW. when R 1 is CH 3 OC(0)CH 2 -, W is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does not fon\an 2,3-dihydro-l-(?-butylC(0)CH 2 -)-5-(2- 
pyridyl)- 1H- 1 ,4-benzodiazepin-2-one; 

XXX. when R 1 is 4-ethoxyphenyl, 2,4,6-tftmethylphenyl, 4-phenylphenyl, 
CH 3 OC(0)CH 2 -, 4-HOCH 2 -phenyl, 2,4,6-trifluorophenyl, 

2-trifluoromethyl-4-fluorophenyl, or CH 3 S-, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then W, 
together with >CH and >C=X, does not form a 4,3^Biydro-l-(N,N-diethylamino- 
CH 2 CH 2 -)-5-(2-py ridy 1)- 1 H- 1 ,4-ben; 

YYY. when R 1 is 2,6-difluorophe*yl, RNs -CM 3 \Z' is\£H(OH)-, and p is 1, then 
W, together with >CH and >C=X, does\iot fonn\2^dihydro-l-(N,N-diethylam 
CH 2 CH 2 -)-5-(2-pyridyl)-lH-l,4-benzodiaze^-2-one; 

ZZZ. when the ring defined by W andi-C(H) p C(=XV forms a cycloalkyl, then it 
does not form a cycloalkyl of from 3 to 8 carbon^atoms optionally substituted with 1 to 3 
alkyl groups. 



121. (New) The method according to Claumll8, 119, or 120, wherein the cyclic 
groups defined by W and -C(H) p C(=X)- is selected fr\m the groups consisting of lactones, 
lactams, thiolactones, thiolactams, optionally substituted heterocyclic and cycloalkyl 
groups. 
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122. (New) A methodVbr inhibiting P-amyloid peptide synthesis and/or release in 
a mammalian subject thereby inhibiting onset of diseases mediated by p-amyloid peptide 
which method comprises administering to said mammalian subject a pharmaceutical 
composition comprising a pharmaceuocally inert carrier and an effective amount of a 
compound or a mixture of compounds \f formula IB: 



;h nh 



IB 



wherein R 1 is selected from the group consisting of: 

A) alkyl of from 1 to 10 carbon atoms; 

B) alkenyl of from 2 to 10 carbon atoms 

C) alkynyl of from 2 to 10 carbon atoms 
unsaturation; 

D) cycloalkyl of from 3 to 12 car 

E) cycloalkenyl of from 4 to 8 c 

F) substituted alkyl of from 1 to 1\ carbon 
substituents selected from: 




d 1-2 sites of alkenyl unsaturation; 
d from 1-2 sites of alkynyl 



ing from 1 to 5 



1) alkoxy of from 1 to 10 

2) substituted alkoxy of the formula substituted alkyl-O- where 
substituted alkyl is as defined in 15 herein; 

3) cycloalkyl which is as defined in EAherein; 

4) substituted cycloalkyl is defined in I herein; 

5) cycloalkenyl which is defined in E herein; 

6) substituted cycloalkenyl which is defined\n J hdrein; 

7) acyl selected from alkyl-C(O)-, substituted alkyl-C(O)-, 
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0' 



8) 



9) 



10) 
11) 



12) 



cycldalkyl-C(O)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(O)- and heterocydic-C(O)- wherein alkyl is defined in 
A herein^ wherein substituted alkyl is defined in F herein; wherein 
cycloalkylus defined in D herein; wherein substituted cycloalkyl is 
defined in Pherein; wherein aryl is defined in F21 herein; wherein 
heteroaryl is qefined in F22 herein; and wherein heterocyclic is 
defined in F23 \erein; 

acylamino havin&the formula -C(0)NRR where each R is * 
independently hydrogen, alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic whereimalkyl is defined in A herein; wherein substituted 
alkyl is defined in F nferein; wherein aryl is defined in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

acyloxy selected from alkylrC(0)0-, substituted alkyl-C(0)0-, 
cycloalkyl-C(0)0-, apj0^C(O0O-, heteroaryl-C(0)0-, and 
heterocyclic-C(0)0-Vh ere ^\lkyl is defined in A herein; wherein 
substituted^aHsvl is defined in FUterein; wherein cycloalkyl is defined 
in D herdSn; whereiih^rylUs defi&ed ihF21 herein; wherein 
heteroarynis defined in F&^ereink ancr wherein heterocyclic is 
defined in F%3 herein; 
amino; 

aminoacyl havin]kthe formula -NRC(6\r wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
substituted alkyl, aryk heteroaryl, and heterocyclic; wherein alkyl is 



defined in A herein; wnerein substituted 



alVl i 



wherein aryl is defined ih F21 herein; wherein heteroaryl is defined 
in F22 herein; and wherein heterocyclic is defined in F23 herein; 
aminoacyloxy having the formula -NRC(0)OR wherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 



is defined in F herein; 
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substituted alkylXaryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alkyl is defined in F herein; 
wherein aryl is defined in F21 herein; wherein heteroaryl is defined 
in F22 herein; and ^herein heterocyclic is defined in F23 herein; 

13) cyano; 

14) halogen; 

15) hydroxy 1; 

16) carboxyl; 

17) carboxylalkyl having the formula "-C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

18) thiol; 

19) thioalkoxy having the formula\S-alkyl, wherein alkyl is defined in A 
herein; 

20) substituted thioalkoxy havirife theYSspiula -S-substituted alkyl, 
wherein substituted alkyl is dJ^fine^ in Fyherein; 

21) aryl having from 6-t©4>4 ring c&rbofo atom§voptionally substituted 
with from 1 to 5 ^ubstituenfevgelee^ed^from the group consisting of: 
a) hydroxy; 

acyl as defined in F7 herein; 
acyloxy as defined in F9 herein; 
alkyl as defined In A herein; 
substituted alkyl as\tefined in F her^n; 
alkoxy as defined in Kl herein; 
substituted alkoxy as defined in F2 herVin; 
alkenyl as defined in B herein; 
substituted alkenyl as defined in G hereii^ 
alkynyl as defined in C herein; 
substituted alkynyl as defined in H herein; 
amino; 



b) 
c) 
d) 
e) 
f) 
g) 
h) 

0 
J) 
k) 

1) 
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m) 

n) 

o) 

P) 
q) 

r) 
s) 
t) 

u) 

v) 
w) 
x) 

y) 

z) 
aa) 



bb) 



cc) 



aminoacyl a\ defined in Fll herein; 
acylamino as defined in F8 herein; 

alkaryl of the formula -alkylene-aryl having 8 carbon atoms in 
the alkylene moiety and aryl is defined in F21 herein; 
aryl as defined ift F21 herein; 

aryloxy having thq formula -O-aryl wherein aryl is defined in 
F21 herein; 
azido; 
carboxyl; 

carboxylalkyl having fiie formula "-C(0)Oalkyl t? wherein 
alkyl is defined in A hetein; 
cyano; 

halo selected from fluoro\chloro, bromo and iodo; 
nitro; 

heteroaryl as defined in F^ 
heterocyclic as defined ini 
aminoacyloxy as ae^nea in\hivz nerein; 
oxyacylamiri^ having tfi^for^Ma -OC(0)NRR where each R 
is independent hydrogen,\^k\\, substituted alkyl, aryl, 



heteroaryl, or heterocyclic wherein alkyl is defined in A 
herein; wherein substituted alkyl ^defined in F herein; 
wherein aryl is defined in F21 herein; wherein heteroaryl is 
defined in F22 herein^and wherein heterocyclic is defined in 
F23 herein; 

thioalkoxy having the fornjula -S-alkyl\ wherein alkyl is 
defined in A herein; 
substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is defined in F llbrein; 
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dd) 
ee) 

ff) 
gg) 

hh) 
ii) 

Jj) 
kk) 

11) 

mm) 

nn) 

oo) 

PP) 

qq) 

rr) 
ss) 
tt) 



thioarylox\ having the formula -S-aryl wherein aryl is defined 
in F21 herei 

thioheteroaryipxy having the formula -S-heteroaryl wherein 
heteroaryl is defined F22 herein; 
-SO-alkyl wherein alkyl is defined in A herein; 
-SO-substituted alkyl wherein substituted alkyl is defined in F 
herein; 

-SO-aryl wherein ar\l is defined in F21 herein; 
-SO-heteroaryl whereui heteroaryl is defined in F22 herein; 
-S0 2 -alkyl wherein alk\l is defined in A herein; 
-S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; 

-S0 2 -aryl wherein aryl is cfefined in F21 herein; 
-S0 2 -heteroaryl wherein heteroaryl is defined in F22 herein; 
trihalomethyl wherein halo is^defined in 120 herein; 
mono- and iJial^vlamino wherein allqd is defined in A herein; 
mono- and ^i-substitmbd alkwatoino wn^rein substituted alkyl 
is defined in ^herein; 

mono- and di-a^ylamino wherem&ryl is defined in F21 herein; 

V 

mono- and di-hetejoarylamino wherein heteroaryl is defined 
in F22 herein; 

mono- and di-heteroc$clicamino wherein heterocyclic is 
defined in F23 herein; 
unsymmetric di-substitutdl amino havirik different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is^defined in A^erein; wherein 
substituted alkyl is defined in F herein; wherein aryl is 
defined in F21 herein; wherein heteroaryl is nefined in F22 
herein; and wherein heterocyclic is defined in\F23 herein; 
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22) 



5" 



23) 



heteroaryl of fromY to 15 ring carbon atoms and 1 to 4 ring 
heteroatoms selectedvfrom oxygen, nitrogen and sulfur, optionally 
substituted with fromw to 5 substituents selected from: 
a) alkyl as definedVn A herein; 

substituted alkyl as defined in F herein; 
alkoxy as defined \n Fl herein; 



b) 
c) 
d) 
e) 
f) 

g) 
h) 

i) 
j) 
k) 

1) 
m) 

n) 



substituted alkoxy as defined in F2 herein; 

V 

aryl as defined in F2fl herein; 

aryloxy having the foignula -O-aryl wherein aryl is defined in 
F21 herein; 

halo selected from fluofp, chloro, bromo and iodo; 
nitro; 

heteroaryl as defined in F|2 herein; 
thiol; 

thioalkoxy having the formica -S-alkyl, wherein alkyl is 
defined in A herein; 

substituted thioalkoxy ha^ngMT^formula -S-substituted alkyl, 
wherein substitutedfSftsd isViefinedSn F herein; 
thioaryloxy having \he forifr^^S-aryN^herein aryl is defined 
in F21 herein; and 

trihalomethyl wherein%alo is defined in 120 herein; 



heterocyclic of from 1 to 15 rink carbon atoms and from 1 to 4 ring 
atoms selected from nitrogen, sunjur and oxygen, optionally 
substituted with from 1 to 5 substinSients selected from: 



a) 
b) 
c) 
d) 
e) 



alkyl as defined in A herein; 
substituted alkyl as defined in B herein^ 
alkoxy as defined in Fl herein; \ 
substituted alkoxy as defined in F2 heren-i; 
aryl as defined in F21 herein; 
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f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F21 herein; 

g) halo selected frdpi fluoro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defiri^d in F22 herein; 
j) thiol; 

k) thioalkoxy having th^ formula -S-alkyl, wherein alkyl is 

defined in A herein; 
1) substituted thioalkoxy Having the formula -S-substituted alkyl, 

wherein substituted alkyl^s defined in F herein; 
m) thioaryloxy having the forbiula -S-aryl wherein aryl is defined 

in F21 herein; and 
n) trihalomethyl wherein halo i§^ selected from fluoro, chloro, 

bromo and iodo; 

24) aryloxy of the formula^O-aryl whdfceii^ a?^[ is defined in F22 herein; 

25) heteroaryloxy of the % ormulaN^heteto&ryl wlierein heteroaryl is 
defined in F23 herein! 

26) hydroxy amino; 

27) alkoxy amino wherein alk^y is defined inTjl herein; 

28) nitro; 

29) -SO-alkyl wherein alkyl is defined in A hereih; 

30) -SO-substituted alkyl wherein substituted alkyl\is defined in F herein; 

31) -SO-aryl wherein aryl is defined i\F21 herein; 

32) -SO-heteroaryl wherein heteroaryl i\ defined in 3|22 herein; 

33) -S0 2 -alkyl wherein alkyl is defined i$A herein; 

34) -S0 2 -substituted alkyl wherein substituted alkyl is Refined in F herein; 

35) -S0 2 -aryl wherein aryl is defined in F2^ herein; 

36) -S0 2 -heteroaryl wherein heteroaryl is defined in F22^}ierein; 

37) mono- and dialkylamino wherein alkyl is defined in A\nerein; 
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38) mono- and di-substituted alkylamino wherein substituted alkyl is 
defined in F he\ein; 

39) mono- and di-ar^lamino wherein aryl is defined in F21 herein; 

40) mono- and di-hetStroarylamino wherein heteroaryl is defined in F22 
herein; 

41) mono- and di-heter^cyclicamino wherein heterocyclic is defined in 
F23 herein; 

42) unsymmetric di-substltuted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alk^l is defined in A herein; wherein substituted 
alkyl is defined in F here^i; wherein aryl is defined in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

substituted alkenyl having from (flS^substituents selected from the group 
consisting of: 

1) alkoxy as defin^d-4^Fl herS&n^ 

substituted alkdky as defined herein^ 
acyl as defined iaF7 hereii^ 



2) 
3) 
4) 
5) 
6) 
7) 
8) 
9) 
10) 

11) 
12) 

13) 
14) 



acylamino as defined in F8 herel 

\ 

acyloxy as defined ii\F9 herein; 
amino; 

aminoacyl as defined in Rll herein; 
aminoacyloxy as defined in^F12 herein\ 
cyano; 

halogen selected from fluoro, chloro, bromo and iodo; 
hydroxyl; 
carboxyl; 

carboxylalkyl as defined in F17 herein; 
thiol; 
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15) thioalkoxyras defined in F19 herein; 

16) substituted tfiioalkoxy as defined in F20 herein; 

17) aryl as defined in F21 herein; 

18) heteroaryl as defined in F22 herein; 

19) heterocyclic as defined in F23 herein; 

20) nitro; \ 

21) -SO-alkyl wherein alkyl is defined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl ^defined in F21 herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F22 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substituted alkyl whei^dn substituted alkyl is defined in F herein; 

27) -S0 2 -aryl wherein aryl is defined in F21 herein; 

28) -S0 2 -heteroaryl/^he^^iir het^|iyKisdefined in F22 herein; 

29) mono- and dialwlaminoS^eredn alkyNs defined in A herein; 

30) mono- and di-substituted alkylamfno wherein substituted alkyl is 
defined in F herein;\ NX \ 

31) mono- and di-arylamino wherein aryl is defined in F21 herein; 

32) mono- and di-heteroarylahaino wherein heteroaryl is defined in F22 
herein; \ \ 

33) mono- and di-heterocyclicamino whereinWterocyclic is defined in 
F23 herein; and \ \ 

34) unsymmetric di-substituted amino living different substituents 

selected from alkyl , substituted alkyJ, aryl, heteroaryl and 

\ \ 

heterocyclic wherein alkyl is defined ]n A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defin^l in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; \ 
substituted alkynyl of from 1 to 3 substituents selected from:\ 
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1) 
2) 
3) 
4) 
5) 
6) 
7) 
8) 
9) 
10) 

11) 
12) 
13) 
14) 
15) 
16) 
17) 

18) 
19) 
20) 
21) 
22) 
23) 
24) 
25) 
26) 
27) 
28) 
29) 



alkoxy as qefined in Fl herein; 
substituted atkoxy as defined in F2 herein; 
acyl as definecl in F7 herein; 
acylamino as defined in F8 herein; 
acyloxy as defined in F9 herein; 
amino; 

aminoacyl as defined in Fll herein; 
aminoacyloxy as defined in F12 herein; 
cyano; 

halogen selected from fltooro, chloro, bromo and iodo; 
hydroxy 1; 
carboxyl; 

carboxylalkyl as defined in I? 17 herein; 
thiol; 

thioalkoxy as defined in F19 tiferein; 
substituted thioalkoxy as d efing g in F20 herein; 
aryl as defined in»F21 herel 
heteroaryl as defined irN 
heterocyclic as qefined in 
nitro; 

-SO-alkyl wherein alkyl is defined in % herein; 

-SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

-SO-aryl wherein aryl is defined in F21 herein; 

-SO-heteroaryl wherein heteroaryl is deflated in F22 herein; 

\ 

-S0 2 -alkyl wherein alkyl is defined in A neifein; 

-S0 2 -substituted alkyl wherein substituted all^l is defined in F herein; 

-S0 2 -aryl wherein aryl is defined in F21 herein; 

\ A 

-S0 2 -heteroaryl wherein heteroaryl is defined imF22 herein; 




mono- and dialkylamino wherein alkj^l is definedyn A herein; 
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30) mono- and (^substituted alkylamino wherein substituted alkyl is 
defined in F herein; 

31) mono- and di-ar^amino wherein aryl is defined in F21 herein; 

32) mono- and di-hete|oarylamino wherein heteroaryl is defined in F22 
herein; 

33) mono- and di-hetero3^clicamino wherein heterocyclic is defined in 
F23 herein; and 

34) unsymmetric di-substituted amino having different substituents 
selected from alkyl, subsfituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyHs defined in A herein; wherein substituted 
alkyl is defined in F herein-^Wherein aryl is defined in F21 herein; 
wherein heteroaryl is defined \i F22 herein; and wherein heterocyclic 
is defined in F23 herein; 

substituted cycloalkyl having 3 to 12 carbon atoms and from 1 to 5 
substituents selected from the gn, 

1) hydroxy; 

2) acyl as defined in^s^nerein^ 

3) acyloxy as defined in F9 ftsreim 

4) alkyl as defined in \ herein; 

5) substituted alkyl as dermed in F herein;^ 

6) alkoxy as defined in Fl Herein; 

7) substituted alkoxy as definedun F2 herein;^ 

8) alkenyl as defined in B hereinp 

9) substituted alkenyl as defined in ^ herein; 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H h^ein; 

12) amino; 

13) aminoacyl as defined in Fll herein; 



fibon 
insisting of: 
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14) alkaryl oflthe formula -alkylene-aryl having 8 carbon atoms in the 
alkylene mMety and aryl is defined in F21 herein; 

15) aryl as defined in F21 herein; 

16) aryloxy havinAthe formula -O-aryl wherein aryl is defined in F21 
herein; \ 

17) carboxyl; \ 

18) carboxylalkyl havura the formula "-C(0)Oalkyl" wherein alkyl is 
defined in A herein; \ 

19) cyano; \ 

20) halo selected from fluoro, chloro, bromo and iodo; 

21) nitro; \ 

22) heteroaryl as defined in F22 herein; 

23) thioalkoxy as defined in Fl therein; 

24) substituted thioalkoxy as defined in F20 herein; and 

25) trihalomethyl wherein halo is Elected from fluoro, chloro, bromo 
and iodo; 

substituted cycloalkenyl havh^^om^ta5\carbon atoms and from 1 to 5 
substituents selected from thagroiipS^^Stin^of: 

1) hydroxy; \ ^VVk \ 

2) acyl as defined in F7 herein; * 

3) acyloxy as defined in F9 hetein; \ 

4) alkyl as defined in A herein; \ ^ 

5) substituted alkyl as defined in FWrein; ^ 

6) alkoxy as defined in Fl herein; \ ^ 

7) substituted alkoxy as defined in F2xherein;\ 

8) alkenyl as defined in B herein; y \ 

9) substituted alkenyl as defined in G herein; \ 

10) alkynyl as defined in C herein; \ 

11) substituted alkynyl as defined in H herein; \ 
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K) 
L) 
M) 



12) 

13) 
14) 



ino; 



aminoacyl as defined in Fll herein; 

alkarAof the formula -alkylene-aryl having 8 carbon atoms in the 
alkyleneypioiety and aryl is defined in F21 herein; 

15) aryl as defined in F21 herein; 

16) aryloxy having the formula -O-aryl wherein aryl is defined in F21 
herein; 

17) carboxyl; 

18) carboxylalkyl ha\ing the formula "-C(0)Oalkyl" wherein alkyl is 
defined in A herei 

19) cyano; 

20) halo selected from 

21) nitro; 

22) heteroaryl as defined in J^£2 herein; 

23) thioalkoxy as defined imM^y Herein; 

24) substituted AiQalkoxy as\efibed m w F20 herein; and 

25) trihalometf^l wherek^halo^ §£lected^rom fluoro, chloro, bromo 
and iodo; 

aryl as defined in F21 Hbxein; 
heteroaryl as defined in F^2 herein; and 
heterocyclic as defined in F2\herein; 



>, chloro, bromo and iodo; 



Z' is represented by the formula -CX'X"\-T-CH 2 - or 
from the group consisting of oxygen, sulfur, -NR 5 v^iere R 5 is: 
N) hydrogen; 

O) acyl as defined in F7 herein; 
P) alkyl as defined in A herein; 
Q) aryl as defined in F21 herein; or 
R) heteroaryl as defined in F22 herein; 



"-C(O)- where T is selected 
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X' is hydrogen,\ydroxy or fluoro; X" is hydrogen, hydroxy or fluoro, or X 1 and 
* together form an oxo\roup; 



R 2 is selected from th^group consisting of: 

S) alkyl as defined ill A herein; 

T) substituted alkyl as^defmed in F herein; 

U) alkenyl as defined in i| herein; 

V) substituted alkenyl as dMned in G herein; 

W) alkynyl as defined in C heg^in; 

X) substituted alkynyl as\efin§ti Tfc^H herein; 

Y) cycloalkyl as 

Z) aryl as defu 

AA) heteroaryl as defined 

BB) heterocyclic as 

BB 1 ) 2-aminopyrid-6-yl; 

BB 2 ) 2-methylcyclopentyl; 

BB 3 ) cyclohex-2-enyl; and 

BB 4 ) (CH 2 ) 4 NHC(0)OC(CH 3 



hereii 




Application No. 09/915.263 
Attorney's Docket No. 002010-593 

Page 79 



T b 



C(l 



NR 20 R£° 




wherein T b is selected from the g?oup consisting of: 
CC) alkylene where alkylene is a\ivalent alkyl and alkyl is defined in A herein; 
DD) substituted alkylene where substituted alkylene is a divalent substituted alkyl 

and substituted alkyl is defined irM 7 herein; ' 
EE) alkenylene where alkenylene is a d\alent alkenyl and alkenyl is defined in B 

herein; 

FF) substituted alkenylene where sub§titute<Oikenylene is a divalent substituted 

alkenyl and substitated-aU^enyl is d^nedwi u^nerein; 
GG) -(R 21 Z a ) q R 21 - and -Z% 21 - where^is ^ub&jtaenh^lected from the group 

consisting of: 

1) -O-; 

2) -S-; and 

3) > NR 20 , each R 20 is independently selected^from the group consisting 
of: 

a) alkyl as defined in Aherein; 

b) alkenyl as defined in BUierein; 

c) alkynyl as defined in C herein; 

d) cycloalkyl as defined D herein; 

e) cycloalkenyl as defined in EMierein; 

f) substituted alkyl as defined in F herein; 

g) substituted alkenyl as defined in G herein; 

h) substituted alkynyl as defined in H herein; 
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i) \ aryl as defined in F21 herein; 
j) \ heteroaryl as defined in F22 herein; and 
k) ^heterocyclic as defined in F23 herein; 
wherein each R 21 is independently selected from the group consisting of: 

4) alkylene as\defmed in CC herein; 

5) substituted alkylene as defined in DD herein; 

6) alkenylene as ctefined in EE herein; and 

7) substituted alkenylene as defined in FF herein; 
with the proviso that when Z a is -O- or $S-, any unsaturation in the alkenylene and 
substituted alkenylene does not involve participation of the -O- or -S-, q is an integer of 
from 1 to 3; 

X a is oxo or thioxo; X b is -OH or -SI 
A-B is selected from a group of: 
HH) alkylene as defined in CC h^tein; 1 ' 
II) alkenylene as defineafruDD heteinl 
J J) substituted alkylene as defin^Jn^E^ierein; 1 
KK) substituted alkenylene as defined T^Ff^ierein; and 
LL) -N = CH-; 

R c is selected from the group consisting of: 
MM) alkyl as defined in A herein; 
NN) substituted alkyl as defined in F\erein; 
OO) alkenyl as defined in B herein; 
PP) substituted alkenyl as defined in G herein; 
QQ) aryl as defined in F21 herein; * 
RR) heteroaryl as defined in F22 herein; 
SS) heterocyclic as defined in F23 herein; 
TT) cycloalkyl as defined in D herein; and 
UU) substituted cycloalkyl as defined in I herein; 
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p is an integer ^qual to 0 or 1 such that when p is zero, the ring defined by Q is 
unsaturated at the carboXatom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH; 
or pharmaceutically acceptable salts thereof; 
with the following provisos : 

AAA. when R 1 is 3,5-dffluorophenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the 
group defined by Q, does not form a 2-(S)-indanol group; 

BBB. when R 1 is phenyl, is -CH 3 , Z' is -CH 2 -, and p is 1, then the group 
defined by Q, does not form a trans-2thydroxy-cyclohex-l-yl group; 

CCC. when R 1 is cyclopropyl,V 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the group 
defined by Q, does riot form an N-methylcaprolactam group; 

DDD. when R 1 is 4-chlorobenzoyPCH r , R 2 is -CH 3 , Z' is -CH r , and p is 1, then 
the group defined by Q, does not form an 2,^-dihydro-l-methyl-5-phenyl-lH-l,4- 
benzodiazepin-2-one ; 

EEE. when R 1 is 2-phenylphenyl>1P , !$^H 3 , Z' is -CH 2 -, and p is 1, then the 
group defined by Q, does not form an 7-nrethyl-5\7^ihydro^ 

FFF. when R 1 is CH 3 OC^CH 2 -,V 2 is -OH 3 ,V is -CH 2 -, and p is 1, then the 
group defined by Q, does not fonAgn 2^^ih^ro-l^butylC(0)CH 2 -)-5-(2-pyridyl)-lH- 
1 ,4-benzodiazepin-2-one; 

GGG. when R l is 4-ethoxyphen^l, 2,4,6 : h^iethy.lphenyl, 4-phenylphenyl, 
CH 3 OC(0)CH 2 -, 4-HOCH 2 -phenyl, 2,4,6\^fluorophenyU 

2-trifluoromethyl-4-fluorophenyl, or CH 3 S-, R^is -CH 3 , Z'^s -CH 2 -, and p is 1, then the 
group defined by Q, does not form a 2,3-dihydr\l-(N,N-diedjylamino-CH 2 CH 2 -)-5-(2- 
pyridyl)-lH- 1 ,4-benzodiazepin-2-one; 

HHH. when R 1 is 2,6-difluorophenyl, R 2 is^H 3 , Z' is -^H(OH)-, and p is 1, then 
the group defined by Q, does not form a 2,3-dihydro-l-(N,N-diethy4amino-CH 2 CH 2 -)-5-(2- 
pyridyI)-lH-l,4-benzodiazepin-2-one; 

III. when the ring defined by Q forms a cycloalkyl, then it d^>es not form a 
cycloalkyl of from 3 to 8 carbon atoms optionally substituted with 1 to 3\lkyl groups. 
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123. (New) A method for inhibiting p-amyloid peptide synthesis and/or release in 
a human subject thereby inhibitmg onset of diseases mediated by p-amyloid peptide which 
method comprises administering to said human subject a pharmaceutical composition 
comprising a pharmaceutically inert carrier and an effective amount of a compound or a 
mixture of compounds of formula II 



O 



NH 



R2 



IB 



wherein R 1 is selected from the group consisting of: 

A) alkyl of from 1 to 10 carbon atoms 

B) alkenyl of from 2 to 10 carbon^tbfi^ and 1-2 sites of alkenyl unsaturation; 

C) alkynyl of from 2 to l(^arton\toms^d from 1-2 sites of alkynyl 
unsaturation; 

D) cycloalkyl of from 3 to \2 carboiJ^pms 

E) cycloalkenyl of from 4 to^ carbon atoms 1 ^ 

F) substituted alkyl of from 1 %10 carbon at^ms, having from 1 to 5 
substituents selected from: 
1) alkoxy of from 1 to 10 catbon atoms $ 

substituted alkoxy of the formula substituted alkyl-O- where 
substituted alkyl is as defined in F herein; 
cycloalkyl which is as defined in D herein; 
substituted cycloalkyl is defined in I herein; 
cycloalkenyl which is defined in E herein; 
substituted cycloalkenyl which is defined in \ herein; 
acyl selected from alkyl-C(O)-, substituted alkyl-C(O)-, 



2) 

3) 
4) 
5) 
6) 
7) 
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cycloalkyl-ffi(0)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(0)- and heterocyclic-C(O)- wherein alkyl is defined in 
A herein; wherein substituted alkyl is defined in F herein; wherein 
cycloalkyl is defined in D herein; wherein substituted cycloalkyl is 
defined in I herein! wherein aryl is defined in F21 herein; wherein 
heteroaryl is defineqv in F22 herein; and wherein heterocyclic is 
defined in F23 herein^ 

8) acylamino having the formula -C(0)NRR where each R is 
independently hydrogen\ alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F hereim wherein aryl is defined in F21 herein; 
wherein heteroaryl is define^ in F22 herein; and wherein heterocyclic 
is defined in F23 herein;! 

9) acyloxy selecled^om alk\l-C(^J^-, substituted alkyl-C(0)0-, 
cycloalkyl-C\0)0-, a>^-C(^)0-\ hel^roaryl-C(0)0-, and 
heterocyclic-0(0)0- whefbipl^k^l is defined in A herein; wherein 
substituted alkyrtis defined in F herein; wherein cycloalkyl is defined 
in D herein; wherem aryl is definedW F21 herein; wherein 
heteroaryl is definedVi F22 herein; and wherein heterocyclic is 
defined in F23 herein; 

10) amino; 

11) aminoacyl having the formiSla -NRC(0)& wherein each R is 
independently selected from the group coiWsting of hydrogen, alkyl, 
substituted alkyl, aryl, heteroa^l, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted all\l is defined in F herein; 
wherein aryl is defined in F21 herein; wherein heteroaryl is defined 
in F22 herein; and wherein heterocyclic is defined in F23 herein; 

12) aminoacyloxy having the formula -NRC(0)ORvwherein each R is 
independently selected from the group consisting of hydrogen, alkyl, 
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substituted alKyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A hckein; wherein substituted alkyl is defined in F herein; 
wherein aryl is defined in F21 herein; wherein heteroaryl is defined 
in F22 herein; and^ wherein heterocyclic is defined in F23 herein; 

13) cyano; 

14) halogen; 

15) hydroxyl; 

16) carboxyl; 

17) carboxylalkyl having th^formula "-C(0)Oalkyr wherein alkyl is 
defined in A herein; 

18) thiol; 

19) thioalkoxy having the formula -S-alkyl, wherein alkyl is defined in A 
herein; 

20) substituted thioalkoxy having die formula -S-substituted alkyl, 
wherein substituted alkyl is deffngd in F herein; 

21) aryl having from 6 to 14 ri^ caffcol^toms, optionally substituted 
with from 1 to 5lsubsah^ents\elected ff^m the group consisting of: 

a) hydroxy; 

b) acyl as defii 

c) acyloxy as defined in F9 hereii 

d) alkyl as defined^ A herein; 

e) substituted alkyl A defined in F %rein; 

f) alkoxy as defined i™Fl herein; 

g) substituted alkoxy as defined in F2^jerein; 

h) alkenyl as defined in erein: 

i) substituted alkenyl as defined in G he^pin; 
j) alkynyl as defined in C hejrein; 
k) substituted alkynyl as defined in H here&i; 
1) amino; 
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m) 

n) 

o) 

P) 

q) 

r) 

s) 
t) 

u) 
v) 
w) 

x) 

y) 

z) 
aa) 



bb) 



cc) 



amintaacyl as defined in Fll herein; 
acylamino as defined in F8 herein; 

alkaryl of the formula -alkylene-aryl having 8 carbon atoms in 

the alkyleme moiety and aryl is defined in F21 herein; 

aryl as defined in F21 herein; 
\ 

aryloxy having the formula -O-aryl wherein aryl is defined in 
F21 herein; 
azido; 
carboxyl; 

carboxylalkyl having the formula "-C(0)Oalkyr wherein 
alkyl is defined in ^herein; 
cyano; 

halo selected from fluofro, chloro, bromo and iodo; 
nitro; 

heteroaryl as defindp in herein; 
heterocyclics defiri^ 
aminoacyl\xy as a^jin^l m^iz n\rein; 
oxyacylamiilfo having lij^onjiula -G£(0)NRR where each R 





is independentl^hydrogen, alley 1, substituted alkyl, aryl, 



heteroaryl, or heterocyclic wherein alkyl is defined in A 
herein; wherein substituted alkyms defined in F herein; 

\ v 

wherein aryl is defined%i F21 herein; wherein heteroaryl is 
defined in F22 herein; and^whereinuieterocyclic is defined in 
F23 herein; 

thioalkoxy having the formula\-S-alky\ wherein alkyl is 
defined in A herein; 
substituted thioalkoxy having the formula, -S-substituted alkyl, 
wherein substituted alkyl is defined in F herein; 
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*\havi 



dd) thioarylox\having the formula -S-aryl wherein aryl is defined 
in F21 herei\: 

ee) thioheteroaryUbxy having the formula -S-heteroaryl wherein 

heteroaryl is defined F22 herein; 
ff) -SO-alkyl wherein alkyl is defined in A herein; 
gg) -SOsubstituted a%yl wherein substituted alkyl is defined in F 

herein; 

hh) -SO-aryl wherein ar|l is defined in F21 herein; 
ii) -SO-heteroaryl wherein heteroaryl is defined in F22 herein; 
jj) -S0 2 -alkyl wherein alKM is defined in A herein; 
kk) -S0 2 -substituted alkyl ^herein substituted alkyl is defined in F 
herein; 

11) -S0 2 -aryl wherein aryl is defined in F21 herein; 
mm) -S0 2 -heteroaryl wherein heteroaryl is defined in F22 herein; 
nn) trihalomethyl wherein halo is defined in 120 herein; 
oo) mono- and dialkylamino wherein alkyl is defined in A herein; 
pp) mono- and di-substituted a|kyI^ino wherein substituted alkyl 

is defined in F hqfei 
qq) mono- and di-aryl^nino^^^eiAaryl is^fined in F21 herein; 
rr) mono- and di-heter<^ylaminb^qerein heteroaryl is defined 

in F22 herein; 

ss) mono- and di-heterocyclfisgunino wfjprein heterocyclic is 
defined in F23 herein; 

tt) unsymmetric di-substituted amino hawing different substituents 
selected from alkyl, substituted^alkyl, Jjryl, heteroaryl and 
heterocyclic wherein alkyl is defined in^A herein; wherein 
substituted alkyl is defined in F herein; wherein aryl is 
defined in F21 herein; wherein heteroaryms defined in F22 
herein; and wherein heterocyclic is definedftin F23 herein; 
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heteroaryl cm from 1 to 15 ring carbon atoms and 1 to 4 ring 
heteroatoms selected from oxygen, nitrogen and sulfur, optionally 
substituted with\from 1 to 5 substituents selected from: 

a) alkyl as defined in A herein; 

b) substituted s&kyl as defined in F herein; 

c) alkoxy as deflhed in Fl herein; 

d) substituted alkoky as defined in F2 herein; 

e) aryl as defined in F21 herein; 

f) aryloxy having th\ formula -O-aryl wherein aryl is defined in 
F21 herein; 

g) halo selected from f%oro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined i^F22 herein; 
j) thiol; 

k) thioalkoxy ha/f^^the^^ula -S-alkyl, wherein alkyl is 
defined in A 

1) substituted thi<?klkoxy ha^hjfe thStformula -S-substituted alkyl, 

wherein substituted alkyl is aefinediin F herein; 
m) thioaryloxy having %e formui^ -S-aryl wherein aryl is defined 

in F21 herein; and 
n) trihalomethyl wherein hate is defined in 120 herein; 
heterocyclic of from 1 to 15 ring carbon moms and from 1 to 4 ring 
atoms selected from nitrogen, sulfur and okygen, optionally 
substituted with from 1 to 5 substituent^sel^cted from: 

a) alkyl as defined in A herein; 

b) substituted alkyl as defined in F herein^ 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy as defined in F2 herein^ 

e) aryl as defined in F21 herein; 
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24) 
25) 

26) 
27) 
28) 
29) 
30) 
31) 
32) 
33) 
34) 
35) 
36) 
37) 



f) aryloxy^having the formula -O-aryl wherein aryl is defined in 
F22 herefti; 

halo selected from fluoro, chloro, bromo and iodo; 
nitro; 

heteroaryl as\lefined in F22 herein; 
thiol; 

thioalkoxy havltag the formula -S-alkyl, wherein alkyl is 
defined in A herein; 

substituted thioalkoxy having the formula -S-substituted alkyl, 
wherein substituted alkyl is defined in F herein; 
thioaryloxy having^he formula -S-aryl wherein aryl is defined 
in F21 herein; and 

trihalomethyl wherei^ halo is selected from fluoro, chloro, 
bromo and iodo; 

aryloxy of the formula -O-ary ft wherein aryl is defined in F22 herein; 
heteroaryloxy of the formula -^tjeteroaryl wherein heteroaryl is 
defined in F23 hergf] 
hydroxy amino; 

alkoxy amino where% alkoxy i& e(g$ined in^Fl herein; 
nitro; 

-SO-alkyl wherein alk$[ is defined ih A herein; 
-SO-substituted alkyl wnerein substituted alkyl is defined in F herein; 
-SO-aryl wherein aryl is\lefined in F21 herein; 



g) 
h) 

i) 

j) 
k) 

1) 
m) 

n) 



-SO-heteroaryl wherein heteroaryl is defined in F22 herein; 

-S0 2 -alkyl wherein alkyl i^ defined in A herein; 

-S0 2 -substituted alkyl wherein substituted alkyl is defined in F herein; 

-S0 2 -aryl wherein aryl is defined in F21 herein; 

-S0 2 -heteroaryl wherein heteroaryl is defined in F22 herein; 

mono- and dialkylamino wherein alkyl is defined in A herein; 
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38) mono- and^i-substituted alkylamino wherein substituted alkyl is 
defined in hmerein; 

39) mono- and diwylamino wherein aryl is defined in F21 herein; 

40) mono- and di-njeteroarylamino wherein heteroaryl is defined in F22 
herein; 

41) mono- and di-he%ocyclicamino wherein heterocyclic is defined in 
F23 herein; 

42) unsymmetric di-sub%tituted amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein] 

substituted alkenyl having from \ to 3 substituents selected from the group 
consisting of: 

1) alkoxy as defined in 

2) substitute^ alkS^ as d\fine| in F\herein; 

3) acyl as defined in F7\pe^gin;^ 

4) acylamino as defined iriNF8 herein; 

5) acyloxy as Refined in F9 Herein; 

6) amino; 

7) aminoacyl as defined in Fll hei^in; 

8) aminoacyloxy a| defined in F12 l|erein; 

9) cyano; 

10) halogen selected from fluoro, chlo^p, bromo and iodo; 

11) hydroxy 1; 

12) carboxyl; 

13) carboxylalkyl as defined in F18 herei%; 

14) thiol; 
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15) thioalkow as defined in F19 herein; 

16) substitatedlthioalkoxy as defined in F20 herein; 

17) aryl as definfed in F21 herein; 

18) heteroaryl as^efined in F22 herein; 

19) heterocyclic asraefined in F23 herein; 

20) nitro; \ 

21) -SO-alkyl whereimalkyl is defined in A herein; 

22) -SO-substituted alkvl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryi is defined in F21 herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F22 herein; 

25) -S0 2 -alkyl wherein alkw is defined in A herein; 

26) -S0 2 -substituted alkyl wkerein substituted alkyl is defined in F herein; 

27) -S0 2 -aryl wherein aryl is lefined in F21 herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is defined in F22 herein; 

29) mono- and dialkylamingwherein alkyl is defined in A herein; 

30) mono- and di-substitifred alKwJmnino wherein substituted alkyl is 
defined in BTherfei^: \ ft 

31) mono- and ^-aiylamm^Whermn aryius defined in F21 herein; 

32) mono- and di\eteroarylar^o wherein\eteroaryl is defined in F22 
herein; \ 

33) mono- and di-hetetocyclicamino wherein heterocyclic is defined in 
F23 herein; and \ ft 

34) unsymmetric di-substimted amino naving different substituents 
selected from alkyl, substituted alkw, aryl, heteroaryl and 
heterocyclic wherein alkyl\s definedftin A herein; wherein substituted 
alkyl is defined in F herein;^vherein aryl is defined in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; \ 

substituted alkynyl of from 1 to 3 substituents selected from: 
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1) alkoxy 3s defined in Fl herein; 

2) substituteekalkoxy as defined in F2 herein; 

3) acyl as defined in F7 herein; 

4) acylamino asVefined in F8 herein; 

5) acyloxy as defined in F9 herein; 

6) amino; \ 

7) aminoacyl as defined in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; \ 

10) halogen selected fronnfluoro, chloro, bromo and iodo; 

11) hydroxyl; \ 

12) carboxyl; \ 

13) carboxylalkyl as defined to F17 herein; 

14) thiol; \ 

15) thioalkoxy as defined inflH|Uierein; 

16) substituted thioaU^o5^^\efine^Jn F20 herein; 

17) aryl as defined imF21 heferam \ 

18) heteroaryl as definfed in F2T^jbrein; \ 

19) heterocyclic as definbd in F23 herein; \ 

20) nitro; \ \ 

21) -SO-alkyl wherein alkyl% defined in A herein; 

22) -SO-substituted alkyl wherein subMtuted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined i™F21 herein; 

24) -SO-heteroaryl wherein heteroaryl ia defined in F23 herein; 

25) -S0 2 -alkyl wherein alkyl is defined im A herein; 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F herein; 

27) -S0 2 -aryl wherein aryl is defined in Fl\ herein; 

28) -S0 2 -heteroaryl wherein heteroaryl is denned in F22 herein; 

29) mono- and dialkylamino wherein alkyl is aefined in A herein; 
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30) mono- an&di-substituted alkylamino wherein substituted alkyl is 
defined in R herein; 

31) mono- and dftarylamino wherein aryl is defined in F21 herein; 

32) mono- and di-\eteroarylamino wherein heteroaryl is defined in F22 
herein; 

33) mono- and di-he^rocyclicamino wherein heterocyclic is defined in 
F23 herein; and 

34) unsymmetric di-suftstituted amino having different substituents 
selected from alkyl Asubstituted alkyl, aryl, heteroaryl and 
heterocyclic whereinralkyl is defined in A herein; wherein substituted 
alkyl is defined in F Herein; wherein aryl is defined in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 hereim 

substituted cycloalkyl having 3 ^ 12 carbon atoms and from 1 to 5 
substituents selected from the jgg|ip consisting of: 

1) hydroxy; 

2) acyl as defined^n F7^efeinj 

3) acyloxy as definM in F9 T^il^n; 

4) alkyl as defined in^\ hereinf 

5) substituted alkyl as defined in ^hen 

6) alkoxy as defined in M herein; 

7) substituted alkoxy as defined in l|2 herein; 

8) alkenyl as defined in B Herein; 

9) substituted alkenyl as defined in G\taerein; 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as define^! in H ^erein; 

12) amino; 

13) aminoacyl as defined in Fl 1 herein; 
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14) alkaryl of th&formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moieraand aryl is defined in F21 herein; 

15) aryl as defined i^F21 herein; 

16) aryloxy having the iformula -O-aryl wherein aryl is defined in F21 
herein; \ 

17) carboxyl; \ 

18) carboxylalkyl having th&formula "-C(0)Oalkyl" wherein alkyl is 
defined in A herein; ^ 

19) cyano; \ 

20) halo selected from fluoro, chloro, bromo and iodo; 

21) nitro; \ 

22) heteroaryl as defined in F22 herein; 

23) thioalkoxy as defined in F19 heflrein; 

24) substituted thioalkoxy as definecftin F20 herein; and 

25) trihalomethyl wherein halo is selected from fluoro, chloro, bromo 

and iodo; f^V 1 

substituted cycloalkenyl havmg froha 4^0 % canton atoms and from 1 to 5 
substituents selected from theWoup coMiseng of \ 

1) hydroxy; \ \ 

2) acyl as defined in F7 herein; ft * 

3) acyloxy as defined in F9 herein; ^ 

4) alkyl as defined in A hereinA % 

5) substituted alkyl as defined in\F herein; % 

6) alkoxy as defined in Fl herein;! ^ 

7) substituted alkoxy as defined in F2 hereina, 

8) alkenyl as defined in B herein; u 

9) substituted alkenyl as defined in G herein; \ 

10) alkynyl as defined in C herein; ^ 

11) substituted alkynyl as defined in H herein; \ 
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K) 
L) 
M) 



12) amino; 

13) aminoacyl defined in Fl 1 herein; 

14) alkaryl of thekformula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiet^and aryl is defined in F21 herein; 

15) aryl as defined i&F21 herein; 

16) aryloxy having th\formula -O-aryl wherein aryl is defined in F21 
^ herein; 

17) carboxyl; 

18) carboxylalkyl having ti^e formula M -C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) cyano; 

20) halo selected from fluoro, ^lloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defined in F22 Herein; 

23) thioalkoxy as defined in F19 

24) substituted thioalkox^s^defineAin F^ herein; and 

25) trihalomethyl wherei\ halo l^e^egted frc&jj fluoro, chloro, bromo 
and iodo; 

aryl as defined in F21 herein; 
heteroaryl as defined in F22 herefri; and 
heterocyclic as defined in F23 herein; 



Z' is represented by the formula -CX'X"-, -T-<£H 2 - or\T-C(0)- where T is selected 
from the group consisting of oxygen, sulfur, -NR 5 where R 5 is:^ 
N) hydrogen; 

O) acyl as defined in F7 herein; 
P) alkyl as defined in A herein; 
Q) aryl as defined in F21 herein; or 
R) heteroaryl as defined in F22 herein; 
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X' is hydrogen, hydroxy or fluoro; X" is hydrogen, hydroxy or fluoro, or X' and 
X' ' together form an qxo group; 



R 2 is selected from The group consisting of: 

S) alkyl as defined in A herein; 

T) substituted alkyras defined in F herein; 

^ U) alkenyl as defined in B herein; 

V) substituted alkenyl as^efined in G herein; 

W) alkynyl as defined in CMierein; 

X) substituted alkynyl as deWed in H herein; 

Y) cycloalkyl as defined in D herein; 

Z) aryl as defined in F21 hei^nr^^ 

AA) heteroaryl as de^^&v^F^n^ii^^ 

BB) heterocyclic as dekned i^F2s|herein;\ 

BB 1 ) 2-aminopyrid-6-yl;\ 

BB 2 ) 2-methylcyclopentyl;\ \ 

BB 3 ) cyclohex-2-enyl; and \ \ 

BB 4 ) -(CH 2 ) 4 NHC(0)OC(CH 3 )\ \ 
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C(H) 





wherein T b is selected from the group consisting of: 



CC) 
DD) 

EE) 

FF) 

GG) 



is a\r 



alkylene where alkylene is a bivalent alkyl and alkyl is defined in A herein; 
substituted alkylene where substituted alkylene is a divalent substituted alkyl 
and substituted alkyl is defined imp herein; 

alkenylene where alkenylene is a divalent alkenyl and alkenyl is defined in B 
herein; 

substituted alkenylene where substituted^alkenylene is a divalent substituted 



alkenyl and substituted alkenyl is define 



-(R 21 Z a ) q R 21 - and -Z a R 21 - where 
consisting of: 



herein; 

ulMituenkselected from the group 



1) -O-; 

2) -S-; and 

3) > NR 20 , each R 20 is independently selected 




the group consisting 



of: 

a) alkyl as defined in A herein; 

b) alkenyl as defined in B herein; 

c) alkynyl as defined in C herein; 

d) cycloalkyl as defined D herein; 

e) cycloalkenyl as defined in E herein; 

f) substituted alkyl as defined in F herein; 

g) substituted alkenyl as defined in G herein; 

h) substituted alkynyl as defined in H herein; 
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aryl as defined in F21 herein; 
j\ heteroaryl as defined in F22 herein; and 
k) \ heterocyclic as defined in F23 herein; 
wherein each R 21 is Independently selected from the group consisting of: 

4) alkylenkas defined in CC herein; 

5) substitateekalkylene as defined in DD herein; 

6) alkenylene ais defined in EE herein; and 

7) substituted alkenylene as defined in FF herein; 
with the proviso that when Z a is -O- ok -S-, any unsaturation in the alkenylene and 
substituted alkenylene does not involvegarticipation of the -O- or -S-, q is an integer of 
from 1 to 3; 

X a is oxo or thioxo; X b is -OH or -{ 
A-B is selected from a group of: 
HH) alkylene as defined in CC h&eihf 
II) alkenylene as definefTRM^D Herein; 
JJ) substituted alkylenebis definefcup||E hereft^: 
KK) substituted alkenylen\as defined l^jjgF hereiiS; and 
LL) -N = CH-; 

R c is selected from the group consisitag of: 
MM) alkyl as defined in A herein; 
NN) substituted alkyl as defined in F l%ein; 
OO) alkenyl as defined in B herein; 
PP) substituted alkenyl as defined in G heffein; 
QQ) aryl as defined in F21 herein; 
RR) heteroaryl as defined in F22 herein; 
SS) heterocyclic as defined in F23 herein; 
TT) cycloalkyl as defined in D herein; and 
UU) substituted cycloalkyl as defined in I herein; 
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p is an integer equal to 0 orV such that when p is zero, the ring defined by Q is 
unsaturated at the carbon atom of rink attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH; 

or pharmaceutical^ acceptable sal^p thereof; 

with the following provisos: 

AAA. when R 1 is 3 , 5-difluoropheny Ik R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the 
group defined by Q, does not form a 2-(S)-indanol group; 

BBB. when R 1 is phenyl, R 2 is -CH 3 , A is -CH 2 -, and p is 1, then the group 
defined by Q, does not form a trans-2-hydroxy-cy^clohex-l-yl group; 

CCC. when R 1 is cyclopropyl, R 2 is -CH 3 ,V' is -CH 2 -, and p is 1, then the group 
defined by Q, does not form an N-methylcaprolactam group; 

DDD. when R 1 is 4-chlorobenzoyl-CH 2 -, R 2 &-CH 3 , Z' is -CH 2 -, and p is 1, then 
the group defined by Q, does not form an 2,3-dihydro-l^methyl-5-phenyl-lH-l,4- 
benzodiazepin-2-one ; 

EEE. when R 1 is 2-phenylphenyl, R 2 & -ClJ^^ft -CSsk-, and p is 1, then the 
group defined by Q, does not form an 7-methyl-^-dihy^%H-cn^nz|>,d]azepin-6-one; 

FFF. when R 1 is CH 3 OC(0)CH 2 -, R 2 is -C^ Z' is^H 2 -, and p is 1, then the 
group defined by Q, does not form an 2,3-dihydro-l-(^utylC(0)CH 2 -)-5-(2-pyridyl)-lH- 
1 ,4-benzodiazepin-2-one; 

GGG. when R 1 is 4-ethoxyphenyl, 2,4,6-trimethylpl%iyl,^-phenylphenyl, 
CH 3 OC(0)CH 2 -, 4-HOCH 2 -phenyl, 2,4,6-trifluorophenyl, 

2-trifluoromethyl-4-fluorophenyl, or CH 3 S-, R 2 is -CH 3 , Z' is -CS^-^and p is 1, then the 

group defined by Q, does not form a 2,3-dihydro-l-(N,N-diethylaimh\cH 2 CH 2 -)-5-(2- 

pyridyl)-lH-l,4-benzodiazepin-2-one; 

HHH. when R l is 2,6-difluorophenyl, R 2 is -CH 3 , Z' is -CH(OH&, and p is 1, then 

the group defined by Q, does not form a 2,3-dihydro-l-(N,N-diethylamino\CH 2 CH 2 -)-5-(2- 

py ridy 1)- 1 H- 1 ,4-benzodiazepin-2-one ; 

III. when the ring defined by Q forms a cycloalkyl, then it does dot form a 

\ 

cycloalkyl of from 3 to 8 carbon atoms optionally substituted with 1 to 3 alkyl groups. 



%1 
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124. (New) A method fox treating a human subject with AD in order to inhibit 
further deterioration in the condition of said human subject which method comprises 
administering to said human subject \ pharmaceutical composition comprising a 
pharmaceutically inert carrier and an effective amount of a compound or a mixture of 
compounds from formula IB: 

O 

IB 



R 1 



NH 

C Chf 



R 2 



wherein R 1 is selected from the group conlteting of: 

A) alkyl of from 1 to 10 carbon atom& 

B) alkenyl of from 2 to 10 cai€on^ton^s%nd l^^sites of alkenyl unsaturation; 

C) alkynyl of from 2 to 10 caro^n atoih^^d from^-2 sites of alkynyl 
unsaturation; 

D) cycloalkyl of from 3 to 12 carbdh atoms; 

E) cycloalkenyl of from 4 to 8 carbonWoms; 

F) substituted alkyl of from 1 to 10 carbon atorr^, having from 1 to 5 
substituents selected from: 

1) alkoxy of from 1 to 10 carbon ato\ns; 

2) substituted alkoxy of the formula substituted alkyl-O- where 
substituted alkyl is as defined in F herein; 
cycloalkyl which is as defined in D herein; 
substituted cycloalkyl is defined in I herein; 
cycloalkenyl which is defined in E herein; 
substituted cycloalkenyl which is defined in J 



3) 
4) 
5) 
6) 
7) 



ein; 



acyl selected from alkyl-C(O)-, substituted alkyRC(O)-, 
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cycloalkyl-C(O)-, substituted cycloalkyl-C(O)-, aryl-C(O)-, 
heteroaryl-C(O)- and hefcerocyclic-C(O)- wherein alkyl is defined in 
A herein; wherein substituted alkyl is defined in F herein; wherein 
cycloalkyl is defined in Dmerein; wherein substituted cycloalkyl is 
defined in I herein; wherein aryl is defined in F21 herein; wherein 
heteroaryl is defined in F22 Berein; and wherein heterocyclic is 
defined in F23 herein; 

8) acylamino having the formula ^(O)NRR where each R is 
independently hydrogen, alkyl, substituted alkyl, aryl, heteroaryl, or 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wheretn aryl is defined in F21 herein; 
wherein heteroaryl is defined in F22\herein; and wherein heterocyclic 
is defined in F23 herein; ^ 

9) acyloxy selected from alkyl-C(0)0-, |Bb^tituted alkyl-C(0)0-, 
cycloalkyl-C(0)0-, aryl-cfoo^vhete^ary^ and 
heterocyclic-C(0)0- wherem alky 1 ft^Mined m A herein; wherein 
substituted alkyl is defined in F herein^^iereinVycloalkyl is defined 
in D herein; wherein aryl is defined in F^ herein; wherein 
heteroaryl is defined in F22 herein; and wherein heterocyclic is 
defined in F23 herein; 

10) amino; 

11) aminoacyl having the formula -NF^C(0)R wherein each R is 

independently selected from the graUp consisting of hydrogen, alkyl, 

\ \ 

substituted alkyl, aryl, heteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alkyl is^defined in F herein; 
wherein aryl is defined in F21 herein; wherein heteroaryl is defined 




in F22 herein; and wherein heterocyclic is defined in F23 herein; 
12) aminoacyloxy having the formula -NRC(0)OR wherein each R is 

independently selected from the group consisting oflhydrogen, alkyl, 
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<7 



substituted alkyl, arylYheteroaryl, and heterocyclic; wherein alkyl is 
defined in A herein; wherein substituted alkyl is defined in F herein; 
wherein aryl is defined to F21 herein; wherein heteroaryl is defined 
in F22 herein; and wher\in heterocyclic is Defined in F23 herein; 

13) cyano; 

14) halogen; 

15) hydroxy 1; 

16) carboxyl; 

17) carboxylalkyl having the formica "-C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

18) thiol; 

19) thioalkoxy having the formula -S-Slkyl, wherein alkyl is defined in A 
herein; 

20) substituted thioalkoxy Ijaving H*e lMmuI\-S-substituted alkyl, 
wherein substituted alk$l is defme^m F hel?gin; 

21) aryl having from 6 to 14Ving carbon atoms, Optionally substituted 
with from 1 to 5 substituents selected frspm the group consisting of: 
a) hydroxy; 



b) 

c) 

d) 

e) 

0 

g) 

h) 

i) 

j) 

k) 

1) 



acyl as defined in F7 herein; 
acyloxy as defined in F9 herein; 
alkyl as defined in A herein; 
substituted alkyl as defined in F herei 

'1 herein; 



alkoxy as defined in F: 



substituted alkoxy as definedUn F2 herein; 
alkenyl as defined in B herein; 
substituted alkenyl as defined in G herein^; 
alkynyl as defined in C herein; 
substituted alkynyl as defined in H herein; 
amino; 
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m) 

n) 

o) 

P) 
q) 

r) 
s) 
t) 

u) 

v) 
w) 

x) 

y) 

z) 
aa) 



bb) 



cc) 



aminoacyl as demned in Fll herein; 
acylamino as defined in F8 herein; 

alkaryl of the fornmla -alkylene-aryl having 8 carbon atoms in 
the alkylene moiety Wd aryl is defined in F21 herein; 
aryl as defined in F2\ herein; 

aryloxy having the formula -O-aryl wherein aryl is defined in 
F21 herein; 
azido; 
carboxyl; 

carboxylalkyl having the fo^jnula "-C(0)Oalkyl M wherein 
alkyl is defined in A herein; 
cyano; 

halo selected fromjluoro, lhlo|o\"omo and iodo; 
nitro; 

heteroaryl as del 

heterocyclic as denned in F23 B^rSin; 
aminoacyloxy as defined in F12 herein; 
oxyacylamino havingtahe formula -QC(0)NRR where each R 
is independently hydrogen, alkyl, substituted alkyl, aryl, 
heteroaryl, or heterocyclic wherein alllyl is defined in A 



herein; wherein substituteS^alkyl is defined in F herein; 
wherein aryl is defined in F21 herein; wherein heteroaryl is 
defined in F22 herein; and wherein heterocyclic is defined in 
F23 herein; 

thioalkoxy having the formula -S-alkyl, wherein alkyl is 
defined in A herein; 

substituted thioalkoxy having the formula -S-s^ibstituted alkyl, 
wherein substituted alkyl is defined in F herein* 
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dd) thioaryloxy having the formula -S-aryl wherein aryl is defined 
in F21 herein; \ 

ee) thioheteroaryloxAhaving the formula -S-heteroaryl wherein 
heteroaryl is defined F22 herein; 

ff) -SO-alkyl wherein alkyl is defined in A herein; 

gg) -SO-substituted alkyl Vherein substituted alkyl is defined in F 
herein; \ 

hh) -SO-aryl wherein aryl isWfined in F21 herein; 
|j ^ ii) -SO-heteroaryl wherein hlteroaryl is defined in F22 herein; 

jj) -S0 2 -alkyl wherein alkyl ismefined in A herein; 

kk) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F 
herein; \ 

11) -S0 2 -aryl wherein aryMsS defefed in F21 herein; 

mm) -S0 2 -heteroaryl wherein h^tero^d is defined in F22 herein; 

nn) trihalomethyl whereimhalo is canned in 120 herein; 

oo) mono- and dialkylamii\ wherein\ll^ is defined in A herein; 

pp) mono- and di-substitated\lkylaminp wherein substituted alkyl 
is defined in F herein; \ ft 

qq) mono- and di-arylamino wherein ary| is defined in F21 herein; 

rr) mono- and di-heteroarylamino wherein heteroaryl is defined 
in F22 herein; 1 ft 

ss) mono- and di-heterocyclicamino wherein heterocyclic is 
defined in F23 herein; 

tt) unsymmetric di-substituted amino having\different substituents 
selected from alkyl, substituted alkyl, aryK heteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein 
substituted alkyl is defined in F herein; wherein aryl is 
defined in F21 herein; wherein heteroaryl is refined in F22 
herein; and wherein heterocyclic is defined inSF23 herein; 
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heteroaryl of from 1 to\J5 ring carbon atoms and 1 to 4 ring 
heteroatoms selected frof& oxygen, nitrogen and sulfur, optionally 
substituted with from 1 toV> substituents selected from: 

a) alkyl as defined in A herein; 

b) substituted alkyl as defined in F herein; 

c) alkoxy as defined in F\ herein; 

d) substituted alkoxy as denned in F2 herein; 

e) aryl as defined in F21 herein; 

f) aryloxy having the formula -O-aryl wherein aryl is defined in 
F21 herein; 

g) halo selected from fluoro, chftpro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined in F22 nejein; 
j) thiol; 

k) thioalkoxy having tl^mh3gula\sVl^l 5 wherein alkyl is 

defined in A herein; 1 
1) substituted thioalkoxyfoiaving th^SpnulaVS-substituted alkyl, 

wherein substituted alkyk is defined ki F herein; 
m) thioaryloxy having the forgiula -S-arj[l wherein aryl is defined 

in F21 herein; and 
n) trihalomethyl wherein halo is\lefined in 120 herein; 



xki atoms\i 



heterocyclic of from 1 to 15 ring carbon atoms %nd from 1 to 4 ring 
atoms selected from nitrogen, sulfur andioxygen\ optionally 
substituted with from 1 to 5 substituents selected |om: 

a) alkyl as defined in A herein; 

b) substituted alkyl as defined in F herein; 

c) alkoxy as defined in Fl herein; 

d) substituted alkoxy as defined in F2 herein; 

e) aryl as defined in F21 herein; 
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0 



5 



24) 
25) 

26) 
27) 
28) 
29) 
30) 

31) 
32) 
33) 
34) 
35) 
36) 
37) 



f) aryloxy havinj^the formula -O-aryl wherein aryl is defined in 
F21 herein; 

g) halo selected fron^fluoro, chloro, bromo and iodo; 

h) nitro; 

i) heteroaryl as defined\in F22 herein; 
j) thiol; 

k) thioalkoxy having the formula -S-alkyl, wherein alkyl is 

defined in A herein; 
1) substituted thioalkoxy having the formula -S-substituted alkyl, 

wherein substituted alkyl ismefined in F herein; 
m) thioaryloxy having the formula -S-aryl wherein aryl is defined 

in F21 herein; and 
n) trihalomethyl wherein halofjs^&^ected from fluoro, chloro, 

bromo and iodo; 

aryloxy of the formula -Gr-aryl wlrereifo aVl\ defined in F21 herein; 
heteroaryloxy of the formula -O-hetefeQa^ wherein heteroaryl is 
defined in F22 herein; 
hydroxy amino; 

alkoxy amino wherein alkoxy is defined in Fl therein; 
nitro; 

-SO-alkyl wherein alkyl is defined inW herein; 
-SO-substituted alkyl wherein substituted alkyl isMefined in F herein; 




-SO-aryl wherein aryl is defined in F21 herein; 

\ 

-SO-heteroaryl wherein heteroaryl is defined in F2% herein; 
-S0 2 -alkyl wherein alkyl is defined in A herein; 
-SO r substituted alkyl wherein substituted alkyl is defined in F herein; 
-S0 2 -aryl wherein aryl is defined in F21 herein; 
-S0 2 -heteroaryI wherein heteroaryl is defined in F22 herpn; 
mono- and dialkylamino wherein alkyl is defined in A herein; 
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39) 
40) 

41) 

42) 



38) mono- and di-subsfttuted alkylamino wherein substituted alkyl is 
defined in F herein; 

mono- and di-arylamiho wherein aryl is defined in F21 herein; 
mono- and di-heteroarxlamino wherein heteroaryl is defined in F22 
herein; 

mono- and di-heterocycli£amino wherein heterocyclic is defined in 
F23 herein; 

unsymmetric di-substituted\amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alkyl is ^defined in A herein; wherein substituted 
alkyl is defined in F/fferbin; WAe^dn aryl is defined in F21 herein; 
wherein heteroaryl fe definea^ F2^Jierein; and wherein heterocyclic 
is defined in F23 hei 
substituted alkenyl having fro^i 1 to 3 substituents selected from the group 
consisting of: 

1) alkoxy as defined in Fl n^jrein; 

2) substituted alkoxy as defined in F2 Hferein; 

3) acyl as defined in F7 herein; 

4) acylamino as defined in F8 he&in; 

5) acyloxy as defined in F9 herein] 

6) amino; 

7) aminoacyl as defined in Fll herein; 

8) aminoacyloxy as defined in F12 herein; 

9) cyano; 

10) halogen selected from fluoro, chloro, bromo a$id iodo; 

11) hydroxyl; 

12) carboxyl; 

13) carboxylalkyl as defined in F17 herein; 

14) thiol; 
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15) thioalkoxy as definedwn F19 herein; 

16) substituted thioalkoxy as defined in F20 herein; 

17) aryl as defined in F21 harein; 

18) heteroaryl as defined in F&2 herein; 

19) heterocyclic as defined in E23 herein; 

20) nitro; \ 

21) -SO-alkyl wherein alkyl is defined in A herein; 

22) -SO-substituted alkyl whereirasubstituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined in F21 herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F22 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F herein; 

27) -S0 2 -aryl wherein aryl is defined m F21 herein; 

28) -S0 2 -heteroaryl wherein heteroary&is defined in F22 herein; 

29) mono- and dialkylammo^^erein^l^4^s defined in A herein; 

30) mono- and di-substitiued alk^^moUwhefcein substituted alkyl is 
defined in F herein; \ a \ 

31) mono- and di-ary lamina wherein aiyl is defirad in F21 herein; 

32) mono- and di-heteroarylahrino whereirmeteroaryl is defined in F22 
herein; \ 

33) mono- and di-heterocyclicamino whereirwieterocyclic is defined in 
F23 herein; and \ \ 

34) unsymmetric di-substituted amiqo having different substituents 
selected from alkyl , substituted alkyl, aryl,Wheteroaryl and 
heterocyclic wherein alkyl is defined in A herein; wherein substituted 
alkyl is defined in F herein; wherein aryl is defined in F21 herein; 
wherein heteroaryl is defined in F22 herein; and wherein heterocyclic 
is defined in F23 herein; J 

substituted alkynyl of from 1 to 3 substituents selected from: 
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1) alkoxy as definedkin Fl herein; 

2) substituted alkoxy\s defined in F2 herein; 

3) acyl as defined in 1% herein; 

4) acylamino as definedwn F8 herein; 

5) acyloxy as defined iiAF9 herein; 

6) amino; 1 

7) aminoacyl as defined inlFll herein; 

8) aminoacyloxy as definediin F12 herein; 

9) cyano; \ 

10) halogen selected from fluoro, chloro, bromo and iodo; 

11) hydroxyl; \ 

12) carboxyl; | 

13) carboxylalkyl as defined in B17 herein; 

14) thiol; JL 

15) thioalkoxy as defined lh^l9mereuk 

16) substituted thioalkoxy as d^fiimd in F20 herein; 

17) aryl as defined in f&l herein^^l \ 

18) heteroaryl as defined^in F22 herein; 3 

19) heterocyclic as definecmn F23 herein; 

20) nitro; \ ^ 

21) -SO-alkyl wherein alkyl isxdefined in A herein; 

22) -SO-substituted alkyl wherein substituted alkyl is defined in F herein; 

23) -SO-aryl wherein aryl is defined in F^ herein; 

24) -SO-heteroaryl wherein heteroaryl is defined in F22 herein; 

25) -S0 2 -alkyl wherein alkyl is defined in A herein; 

26) -S0 2 -substituted alkyl wherein substituted alkyl is defined in F herein; 

27) -S0 2 -aryl wherein aryl is defined in F21 therein; 

28) -S0 2 -heteroaryl wherein heteroaryl is denned in F22 herein; 

29) mono- and dialkylamino wherein alkyl ij defined in A herein; 

« 
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30) mono- and di-s^bstituted alkylamino wherein substituted alkyl is 
defined in F Herein; 

31) mono- and di-arymmino wherein aryl is defined in F21 herein; 

32) mono- and di-hete^arylamino wherein heteroaryl is defined in F22 
herein; 

33) mono- and di-heterod^clicamino wherein heterocyclic is defined in 
F23 herein; and 

34) unsymmetric di-substitu^ed amino having different substituents 
selected from alkyl, substituted alkyl, aryl, heteroaryl and 
heterocyclic wherein alky^is defined in A herein; wherein substituted 
alkyl is defined in F hdfreiil^herein aryl is defined in F21 herein; 
wherein hete^oaryN^de%iOT i\F22 herein; and wherein heterocyclic 
is defined in 

substituted cycloalkyl\aving 3 to lT&arbor^ atoms and from 1 to 5 
substituents selected frofti the group consisting of: 

1) hydroxy; 

2) acyl as defined in F7Hierein; 

3) acyloxy as defined in R9 herein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defines in F herein; 

6) alkoxy as defined in Fl hermn; 

7) substituted alkoxy as defined in F2 herein; 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G herein; 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H herein; 

12) amino; 

13) aminoacyl as defined in Fll herein; 
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14) alkaryl of the formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and a|ryl is defined in F21 herein; 

15) aryl as defined in F21 ^erein; 

16) aryloxy having the formula -O-aryl wherein aryl is defined in F21 
herein; 

17) carboxyl; 

18) carboxylalkyl having the formula M -C(0)Oalkyl" wherein alkyl is 
defined in A herein; 

19) cyano; 

20) halo selected from fliioro, ctijoro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defi| 

23) thioalkoxy as defi! 

24) substituted thioalkoxy as define^in F2(^erein; and 

25) trihalomethyl whereifi^halo is sel|cted froifo fluoro, chloro, bromo 
and iodo; 

substituted cycloalkenyl having ftpm 4 to r 8 carbon atoms and from 1 to 5 
substituents selected from the groi^ consisting of: 

1) hydroxy; 

2) acyl as defined in F7 herein; 

3) acyloxy as defined in F9 herein; 

4) alkyl as defined in A herein; 

5) substituted alkyl as defined in F herein;] 

6) alkoxy as defined in Fl herein; 

7) substituted alkoxy as defined in F2 herein; 

8) alkenyl as defined in B herein; 

9) substituted alkenyl as defined in G hereip; 

10) alkynyl as defined in C herein; 

11) substituted alkynyl as defined in H herefri; 
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K) 
L) 
M) 



12) amine 

13) aminoac^jj as defined in Fll herein; 

14) alkaryl of The formula -alkylene-aryl having 8 carbon atoms in the 
alkylene moiety and aryl is defined in F21 herein; 

15) aryl as defined%i F21 herein; 

16) aryloxy having tn§ formula -O-aryl wherein aryl is defined in F21 
herein; 

17) carboxyl; 

18) carboxylalkyl having t% formula M -C(0)Oalkyr wherein alkyl is 
defined in A herein; 

19) cyano; 

20) halo selected from fluoro, cfrloro, bromo and iodo; 

21) nitro; 

22) heteroaryl as defined in F22 herfein; 

23) thioalkoxy as defined in F19 herei^; 

24) substituted thioalkoxy as defined ii 

25) trihalomethyl wherein l$doT§*select£ 
and iodo; 

aryl as defined in F21 herein; 
heteroaryl as defined in F22 herein;^and 
heterocyclic as defined in F23 herein; 



lerein; and 
kfronNfluoro, chloro, bromo 



Z' is represented by the formula -CX'X"-, -T-CH^or -T-C(q>- where T is selected 
from the group consisting of oxygen, sulfur, -NR 5 where R 5 is: 
N) hydrogen; 

O) acyl as defined in F7 herein; 
P) alkyl as defined in A herein; 
Q) aryl as defined in F21 herein; or 
R) heteroaryl as defined in F22 herein; 



Application No. 09/915.263 
Attorney's Docket No. 002010-593 

Page 113 



X' is hydrogen, hydroxy or fluoro; X" is hydrogen, hydroxy or fluoro, or X' and 
' together form an oxo grm 



R 2 is selected from the group consisting of: 

S) alkyl as defined in A herein; 

T) substituted alkyl as defined in F herein; 

U) alkenyl as defined in B iierein; 

V) substituted alkenyl as defined in G herein; 

W) alkynyl as defined in C 

X) substituted alkynyl as deftpedVjn H^erein; 

Y) cycloalkyl as d 

Z) aryl as defined ii 

AA) heteroaryl as defiA 

BB) heterocyclic as defni^l in F23 herein^ 

BB 1 ) 2-aminopy r id-6-y 1 ; 

BB 2 ) 2-methy Icy clopenty 1 ; 

BB 3 ) cyclohex-2-enyl; and 

BB 4 ) -(CH 2 ) 4 NHC(0)OC(CH 3 ) 3 ; 
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wherein T b is selected^from the group consisting of: 
CC) alkylene where alkylene is a divalent alkyl and alkyl is defined in A herein; 
substituted alkylen^vhere substituted alkylene is a divalent substituted alkyl 
and substituted alkyl lis defined in F herein; 

alkenylene where alkenylene is a divalent alkenyl and alkenyl is defined in B 
herein; 

substituted alkenylene wherk substituted alkenylene is a divalent substituted 
alkenyl and substituted alkenyk is defined in G herein; 



DD) 



EE) 



FF) 



GG) -(R 21 Z a ) q R 21 - and -Z a R 21 - where \ a is a substituent selected from the group 
consisting of: 



1) -O-; 

2) -S-; and 

3) > NR 20 , each R 20 is independent 



sfetected from the group consisting 



of: 

a) alkyl as defined in A hel 

b) alkenyl as defined in B herein;^ 

c) alkynyl as defined in C herein; 

d) cycloalkyl as definehJD herein; 

e) cycloalkenyl as definedSn E herein;^ 

f) substituted alkyl as definedVm F hereiik 

g) substituted alkenyl as defined ni G herein; 

h) substituted alkynyl as defined in H herein^ 

i) aryl as defined in F21 herein; 
j) heteroaryl as defined in F22 herein; and 
k) heterocyclic as defined in F23 herein; 

wherein each R 21 is independently selected from the group consisting df: 

4) alkylene as defined in CC herein; 

5) substituted alkylene as defined in DD herein; 
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6) alkenylene t^s defined in EE herein; and 

7) substituted alkenylene as defined in FF herein; 
with the proviso that when Z a is -O- or -S-, any unsaturation in the alkenylene and 
substituted alkenylene does not involve\articipation of the -O- or -S-, q is an integer of 
from 1 to 3; 

X a is oxo or thioxo; X b is -OH or -Si 
A-B is selected from a group of: 
HH) alkylene as defined in CC herein;^ 
II) alkenylene as defined in DD herein^ 
JJ) substituted alkylene as defined in EE lierein; 
KK) substituted alkenylene as defined in FF\erein; and 
LL) -N = CH-; 




R c is selected from the group consisting of: 

MM) alkyl as defined in A herein; 

NN) substituted alkyl as defined in F^jerein; 

OO) alkenyl as defined in B herein; 

PP) substituted alkenyl as defined in G he 

QQ) aryl as defined in F21 herein; 

RR) heteroaryl as defined in F22 herein; 

SS) heterocyclic as defined in F23 herein; 

TT) cycloalkyl as defined in D herein; and 

UU) substituted cycloalkyl as defined in I herein; 

p is an integer equal to 0 or 1 such that when p is zero, the ring definbd by Q is 

\ 

unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH; 
or pharmaceutical^ acceptable salts thereof; 
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with the following\rovisos: 

AAA. when R 1 is 3\-difluorophenyl, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the 
group defined by Q, does not itorm a 2-(S)-indanol group; 

BBB. when R 1 is phenvK R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the group 
defined by Q, does not form a tran^-2-hydroxy-cyclohex-l-yl group; 

CCC. when R 1 is cyclopropyl R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then the group 
defined by Q, does not form an N-metlWlcaprolactam group; 

DDD. when R 1 is 4-chlorobenzo$l-CH 2 -, R 2 is -CH 3 , Z' is -CH 2 -, and p is 1, then 
the group defined by Q, does not form an \3-dihydro-l-methyl-5-phenyl-lH-l,4- 
benzodiazepin-2-one ; 

EEE. when R 1 is 2-phenylphenyl, R 2 & -CH 3 , Z' is -CH 2 -, and p is 1, then the 
group defined by Q, does not form an 7-methyl^9*^ihydro-6H-dibenz[b,d]azepin-6-one; 

FFF. when R 1 is CH^C^GB*^ 2 i^W 3 r^SJs -CH 2 -, and p is 1, then the 
group defined by Q, does not form an\3-din^(^\^bu^ 
1 ,4-benzodiazepin-2-one; 

GGG. when R 1 is 4-ethoxyphenyl, ^,6-trimethyiphenyl, 4-phenylphenyl, 
CH 3 OC(0)CH 2 -, 4-HOCH 2 -phenyl, 2,4,6-trifhWophenyl, 

2-trifluoromethyl-4-fluorophenyl, or CH 3 S-, R 2 is ^CH 3 , Z' iSk-CH 2 -, and p is 1, then the 
group defined by Q, does not form a 2,3-dihydro-l-(N\N-diethy4amino-CH 2 CH 2 -)-5-(2- 
pyridyl)-lH-l,4-benzodiazepin-2-one; 

HHH. when R 1 is 2,6-difluorophenyl, R 2 is -CH 3 , zN^CJ^OH)-, and p is 1, then 
the group defined by Q, does not form a 2,3-dihydro-l-(N,N-diethylai^ino-CH 2 CH 2 -)-5-(2- 
py ridy 1)- 1 H- 1 ,4-benzodiazepin-2-one ; 

III. when the ring defined by Q forms a cycloalkyl, then it doe\not form a 
cycloalkyl of from 3 to 8 carbon atoms optionally substituted with 1 to 3 alkyl groups. 
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125. (New) The methodlaccording to Claim 122, 123, or 124, 
wherein Q is a lactam or thiolactam\ing of the formula: 




NR 20 



wherein p is an integer equal to 0 or 1 such that when p is zero, the ring defined by 
Q is unsaturated at the carbon atom of ring attachment to NH and when p is one, the ring is 
saturated at the carbon atom of ring attachment to NH\ 

T b is selected from the group consisting of alky lege, substituted alkylene, 
alkenylene, substituted alkenylene, -(R 2 jjZ^t^irand -l a E^S^here Z a is a substituent 
selected from the group consisting of -OV -S- ana^^N^^aclrR^ 0 is independently 
selected from the group consisting of alky\ alkenyl, alx^^l\cycloMkyl, cycloalkenyl, 
substituted alkyl, substituted alkenyl, substituted alkynyl, optionally substituted aryl, 
optionally substituted heteroaryl and optionallyVibstituted heterocyclic, each R 21 is 
independently alkylene, substituted alkylene, alk^ylene and substituted alkenylene with the 
proviso that when Z a is -O- or -S-, any unsaturation m the alkenylene and substituted 
alkenylene does not involve participation of the -O- or^S-, and q is\n integer of from 1 to 



126. (New) The method according to any of Claims 118-120 or 122-124, wherein 
R 1 is selected from the group consisting of unsubstituted aryls, and monm di-, and tri- 
substituted phenyl groups. I 



3. 
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127. (New) The method according to any of Claims 1 18-120 or 122-124, wherein 
R 1 is selected from the group consistingkpf: 

phenyl, 1-naphthyl, 2-naphthyl, 2^chlorophenyl, 2-fluorophenyl, 2-bromophenyl, 
2-hydroxyphenyl, 2-nitrophenyl, 2-methy lpheny 1, 2-methoxy phenyl, 2-phenoxyphenyl, 

2- trifluoromethylphenyl, 4-fluorophenyl, 4-cmlorophenyl, 4-bromophenyl, 4-nitrophenyl, 
4-methylphenyl, 4-hydroxyphenyl, 4-methoxjfohenyl, 4-ethoxyphenyl, 4-butoxyphenyl, 
4-zso-propy lpheny 1, 4-phenoxyphenyl, 4-trifluOTomethy lpheny 1, 4-hydroxymethylphenyl, 

3- methoxyphenyl, 3-hydroxyphenyl, 3-nitrophe^l, 3-fluorophenyl, 3-chlorophenyl, 
3-bromophenyl, 3-phenoxyphenyl, 3-thiomethoxw>henyl, 3-methylphenyl, 

3- trifluoromethylphenyl, 2,3-dichlorophenyl, 2,3-aifluorophenyl, 2,4-dichlorophenyl, 
2,5-dimethoxyphenyl, 3,4-dichlorophenyl, 3,4-diflitorophenyl, 3, 4-methylenedioxy phenyl, 

3.4- dimethoxyphenyl, 3,5-difluorophenyl, 3,5-dichlorophenyl, 3,5-di- 
trifluoromethyl)phenyl, 3,5-dimethoxyphenyl, 2,4-dichlorophenyl, 2,4-difluorophenyl, 2,6- 
difluorophenyl, 3 ,4,5-trifluorophenyl,\^,^^l^th(®q^henyl, 

3.4. 5- tri-(trifluoromethy l)pheny 1 ,2,4, 6-triflWoplW\l 6-trimethy lpheny 1 , 

2.4. 6- tri-(trifluoromethy l)pheny 1 ,2,3,5 -trifliiMophenm 2, 4^rtr ifluoropheny 1 , 

2 . 5- difluoropheny 1 , 2-fluoro-3 -trifluoromethy lpheny 1 , 4^1uoro\-trifluoromethy lpheny 1 , 
2-fluoro-4-trifluoromethylphenyl, 4-benzyloxypnbnyl, 2-cMpro-6 1 fluorophenyl, 

2- fluoro-6-chlorophenyl, 2,3,4,5,6-pentafluorophehyl, 2,5-OTmethylphenyl, 

4- pheny lpheny 1, 2-fluoro-3 -trifluoromethy lpheny 1, adamantyl\ benzyl, 2-phenylethyl, 

3- phenyl-«-propyl, 4-pheny 1-n-butyl, methyl, ethyl, /^-propyl, &<?-propyl, wo-butyl, 

sec-butyl, terr-butyl, n-pentyl, /so-valeryl, n-hexyl, cyclopropyl\cyclobutyl, cyclohexyl, 

cyclopentyl, cyclopent-l-enyl, cyclopent-2-enyl, cyclohex-l-enyl\-CH 2 -cyclopropyl, -CH 2 - 

cyclobutyl, -CH 2 -cyclohexyl, -CH 2 -cyclopentyl, -CH 2 CH 2 -cycloprapyl, -CH 2 CH 2 - 

cyclobutyl, -CH 2 CH 2 -cyclohexyl, -CH 2 CH 2 -cyclopentyl, pyrid-2-yl\pyrid-3-yl, pyrid-4-yl, 

fluoropyridyls, chloropyridyls, thien-2-yl, thien-3-yl, benzothiazol-4Vl, 

2-phenylbenzoxazol-5-yl, fiiran-2-yl, benzofuran-2-yl, thionaphthen-2*yl, 

t 

thionaphthen-3-yl, thionaphthen-4-yl, 2-chlorothiophen-5-yl, 3-methylisoxazol-5-yl, 
2-(thiophenyl)thien-5-yl, 6-methoxythionaphthen-2-yl, 3-phenyl-l ,2,4-thiooxadiazol-5-yl, 
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2- phenyloxazol-4-yl, indol-3-yl\-phenyl-tetraol-5-yl, allyl, 2-(cyclohexyl)ethyl, 
(CH 3 ) 2 C=CCH 2 CH 2 CH(CH3)-, A(0)CH 2 -, thien-2-yl-methyl, 2-(thien-2-yl)ethyl, 

3- (thien-2-yl)-/z-propyl, 2-(4-nitrophltoyl)ethyl, 2-(4-methoxyphenyl)ethyl, norboran-2-yl, 
(4-methoxypheny l)methy 1 , (2-methoxybheny l)methy 1 , (3 -methoxypheny l)methy 1 , 

(3 -hydroxypheny l)methy 1 , (4-hydroxypHfeny l)methy 1 , (4-methoxypheny l)methy 1 , 
(4-methy lpheny l)methy 1 , (4-fluoropheny 1 methy 1 , (4-fluorophenoxy )methy 1 , 
(2 ,4-dichlorophenoxy )ethy 1 , (4-chlorophenyDmethy 1 , (2-chloropheny l)methy 1 , 
(l-phenyl)ethyl, (l-(p-chlorophenyl)ethyl, (lVifluoromethyl)ethyl, 

(4-methoxypheny l)ethyl, CH 3 OC(0)CH 2 -, benwlthiomethyl, 5-(methoxycarbonyl)-n-pentyl, 

3- (methoxycarbonyl)-n-propyl, indan-2-yl, (2-metiiylbenzofuran-3-yl), methoxy methyl, 
CH 3 CH = CH-, CH 3 CH 2 CH = CH-, (4-chlorophenV|C(0)CH 2 -, (4-fluoropheny 1)C(0)CH 2 -, 
(4-methoxyphenyl)C(0)CH 2 -, 4-(fluorophenyl)-NHS(0)CH 2 - i 1-phenyl-n-butyl, 
(cJ)) 2 CHNHC(0)CH 2 CH 2 -, (CH 3 ) 2 NC(0)^H?>^ 2 ^^^C(0)CH 2 CH 2 -, 
methylcarbonylmethyl, (2,4-dimelhylphe^l)C(0)0®A 4-fflethoxyphenyl-C(0)CH 2 -, 
phenyl-C(0)CH 2 -, CH 3 C(0)N(4>)-, ethenyl^ethylthi^ 

4- fluoropheny 1-C(0)CH 2 -, diphenylmethyl, p^enoxymeth] 

3,4-methylenedioxyphenyl-CH 2 -, benzo[b]thiop^en-3-yl, (<^ 3 ) 3 COC(0)NHCH 2 -, 
trans-styryl H 2 NC(0)CH 2 CH 2 -, 2-trifluorometh^henyl-C(®)CH 2 , <|>C(0)NHCH((|>)CH 2 -, 
mesityl, CH 3 C( = NOH)CH 2 -, 4-CH 3 -<J)-NHC(0)C^CH 2 -, 4)GrO)CH((J))CH 2 -, 
(CH 3 ) 2 CHC(0)NHCH(cJ>)-, CH 3 CH 2 OCH 2 -, CH 3 OC(Q>)CH(Ch\(CH 2 ) 3 -, 
2,2,2-trifluoroethyl, l-(trifluoromethyl)ethyl, 2-CH 3 -benzofuran-3-yl, 
2-(2,4-dichlorophenoxy)ethyl, (|)S0 2 CH 2 -, 3-cyclohexyl-n-propyl, <£F 3 CH 2 CH 2 CH 2 - and 
N-pyrrolidinyl. 

128. (New) The method according to any of Claims 1 18-120 *6r 122-124, wherein 
R 2 is selected from the group consisting of alkyl, substituted alkyl, alkeiwl, cycloalkyl, 
optionally subsitituted aryl, optionally substituted heteroaryl, and optionally substituted 
heterocycle. 
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129. (New) The metho'id according to any of Claims 118-120 or 122-124, wherein 
R 2 is selected from the group consisting of: 

methyl, ethyl, /i-propyl, wo-pSropyl, n-butyl, /jo-butyl, sec-butyl, terr-butyl, 
-CH 2 CH(CH 2 CH 3 ) 2 , 2-methyl-«-butyl^6-fluoro-/z-hexyl, phenyl, benzyl, cyclohexyl, 
cyclopentyl, cycloheptyl, allyl, wo-but-^enyl, 3-methylpentyl, -CH 2 -cyclopropyl, 
-CH 2 -cyclohexyl, -CH 2 CH 2 -cyclopropyl,-QH 2 CH 2 -cyclohexyl, -CH 2 -indol-3-yl, 
p-(phenyl)phenyl, o-fluorophenyl, m-fluorophenyl, p-fluorophenyl, w-methoxyphenyl, 
p-methoxyphenyl, phenethyl, benzyl, ra-hydrokybenzyl, p-hydroxybenzyl, p-nitrobenzyl, 
m-trifluoromethylphenyl , p-(CH 3 ) 2 NCH 2 CH 2 CIM)-benzyl , /7-(CH 3 ) 3 COC(0)CH 2 0-benzy 1 , 
/?-(HOOCCH 2 0)-benzyl, 2-aminopyrid-6-yl, p-(N^iorpholino-CH 2 CH 2 0)-benzyl, 
-CH 2 CH 2 C(0)NH 2 , -CH 2 -imidazol-4-yl, -CH 2 -(3-te&ahydrofuranyl), -CH 2 -thiophen-2-yl, 
-CH 2 (l-methyl)cyclopropyl, -C^-miopien^yl, mioMi^n-3-yl, thiophen-2-yl, 
-CH 2 -C(0)0-f-butyl, -CH 2 -C(CH 3 ) 3 , -OT 2 CH(C^<m\, 2*methylcyclopentyl, 
cyclohex-2-enyl, -CH[CH(CH 3 ) 2 ]COOCHs, -CH 2 clA^I 3 ) 2 ^:H 2 C(CH 3 )=CH 2 , 
-CH 2 CH=CHCH 3 (cis and trans), -CH 2 OH^CH(OH^\-CH(^-r-butyl)CH 3 , 
-CH 2 OCH 3 , -(CH 2 ) 4 NH-Boc, -(CH 2 ) 4 NH 2 , -CFVpyridyl, pyfiklyl, -CH 2 -naphthyl, 
-CH^N-morpholino), MN-morpholino-CH^-be^yl, Lzo[b]a>iophen-2- y l, 

5- chlorobenzo[b]thiophen-2-yl, 4,5 ,6,7-tetrahydrob€^o[b]thiopnen-2-yl, 
benzo[b]thiophen-3-yl, 5^hlorobenzo|>]thiophen-3-yl^ 

6- methoxynaphth-2-yl, -CH 2 CH 2 SCH 3 , thien-2-yl, and ffiien-3-yl. 



130. (New) The method according to any of Claims 118-120\r 122-124, wherein 
Z* is -CH 2 -. 



